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In your personal cleanliness program aimed at stopping industrial dermatitis 
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Simplify Systemic 
Bismuth Therapy 
with 
oral BISTRIMATE 


(SMITH) 


Whenever systemic bismuth therapy is indicated, pre- 
scribe BISTRIMATE (Smith). Its advantages are multiple. 


* It is effective orally. 


* It rapidly establishes and adequately maintains therapeutically 
active excretion levels of bismuth. 


* it is well tolerated and permits ready control of bismuth levels. 

* Itis valuable in some cases of lupus erythematosus, lichen planus 
and scleroderma.' 

* It is useful as adjunctive treatment in certain forms of syphilis." 


BISTRIMATE (Smith) is bismuth sodium triglycollamate. Each tablet is equivalent 
to 75 mg. of metallic bismuth. 


1. New and Nonofficial Remedies, 1952. 
For complete information about BISTRIMATE (Smith) write to: 
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CARROLL DUNHAM SMITH PHARMACAL COMPANY 
New Brunswick, New Jersey 
| Established 1844 
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AVEENO™ Colloid Baths 


. does not obscure the morphologic features 
which are important in following and classifying 
any basic underlying dermatologic disorder.” 


G. W. James, "Therapeutic Dermatitis 
N.C. Med. J., 14,7,276-279, July 1953 
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ACETATE 
(HYDROCORTISONE ACETATE, MERCK) 
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RESULTS ACHIEVED with Topical Ointment of have been reported to follow the use of Topical Oint 
HYDROCORTONE Acetate in atopic dermatitis have been ment of HyprocortoNne Acetate. And best of all, 
termed spectacular. Even refractory cases have shown — reapplication will control exacerbations and provide 
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1. Sulzberger, M.B. et al.: J.A.M.A. 151: 468, Feb. 7, 1953 
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. 2. Smith, C. C.: A.M.A. Arch. Dermat. & Syph. 68: SO, 
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SOCIAL HANDICAP 
Marcelle Foundation Lotion for Oily Skin was designed to help 


improve skin appearance. Used alone it gives the skin a more even color and texture 


and, at the same time, helps promote drying of the excess oiliness which so often accompanies acne. 
This specially formulated makeup foundation contains none of the fatty materials found in 
most foundation lotions. Marcelle Foundation Lotion for Oily Skin is a flesh 


tinted liquid; an ideal vehicle for the incorporation of sulfur and resorcinol on 


your prescription in the treatment of acne. 
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Only G.E. gives you all 
these benefits for 
superficial radiation 


- A Model To Fit Your Needs — 


Basic unit can be built up in three 
stages as your requirements in- 
crease, 


. Unequalled Range of Radia- 


tion — From radiation approach- 
ing grenz rays up to that ob- 
tained at 100 kvp. 


- Concentration of Depth Dose 


— Up to 82% in first 4 mm of 
tissue. . . or at greater depth — 
as desired. 


- Softer Radiation at Far Higher 


Intensities — Beryllium window 
has much lower inherent filtra- 
tion than glass windows. 


Exact Dosages . . . every time 
. thanks to precise, flexible 
control. 


- Large Field Coverage — At 


30-cm focal-skin distance, a 20-cm 
circle is covered. 


Assured Satisfactory Perform- 
ance — Like all General Electric 
apparatus, the Maximar 100 is 
backed by a field organization of 
engineer-specialists and service 
men to keep your equipment 
Operating at top performance, 


For facts on the Maximar 100, 
see your local G-E x-ray rep- 
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Department, General Electric 
Company, Milwaukee 1, Wis- 
consin, for Pub. P102. 
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How to control 


itching and scaling 
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You can expect results like these 
with SELSUN: complete control in 81 
to 87 per cent of all seborrheic der- 
matitis cases, and in 92 to 95 per cent 
of common dandruff cases. SELSUN 
keeps the scalp free of scales for one 
to four weeks—relieves itching and 
burning after only two or three 
applications. 

Your patients just add SELSUN to 
their regular hair-washing routine. 
No messy ointments .. . no bedtime 
rituals . . . no disagreeable odors. 
SELSUN leaves the hair and scalp 
clean and easy to manage. 

Available in 4-fluidounce bottles, 
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dispensed only on 
your prescription. Abbett 
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Cie to beauty 


Almay hypoallergenic creams prepare even the most sensitive 
skins for the cosmetics that put the finishing touch to a woman's 
beauty ritual ALMAY CREAMS to underscore makeup... 
to cleanse and soften the skin... to minimize sensitivity. 


see COLD CREAM 

— A lightly whipped pure white cosmetic cream formulated as an emollient 
and lubricating cream for normal and dry skins. 

sare LIQUEFYING CREAM 


* Firm consistency in the jar —liquid on the face. An emollient cleanser 
for oily and normal skins that makes removal of makeup simple. 


ea GREASELESS CREAM 


* Detergent and drying yet pleasant to use. Indicated for the woman with 
an excessively oily skin. 
ALMATONE 
. * As a night cream and concentrated emollient, this oxycholesterin com- 
pound of lanolin and lanolin derivatives in combination with spermaceti 


and petrolatum supplies the natural skin oils and cholesterols which dry 
skins lack. Lubricates . . . softens. 


ALMAY CREAMS are available perfumed or unscented 


AL ia @ | ae Division of Schieffelin & Co., 22 Cooper Square, New York 3, N. Y. 


when resistance to other 


antibiotics develops... 


Current reports'’ describe the increasing incidence of resistance among many 
pathogenic strains of microorganisms to some of the antibiotics commonly in 
use. Because this phenomenon is often less marked following administration of 
CHLOROMYCETIN (chloramphenicol, Parke-Davis), this notably effective, broad 


spectrum antibiotic is frequently effective where other antibiotics fail. 


(Coliform bacilli [O00 strains 
up to 43% resistant to other antibiotics; 


2% resistant to CHLOROMYCETIN.! 


taphylococecu aureu strains 
up to 73% resistant to other antibiotics; 


2.4% resistant to CHLOROMYCETIN.? 


CHLOROMYCETIN is a potent therapeutic agent and, because certain blood dyscra- 
sias have been associated with its administration, it should not be used indiscriminately 
or for minor infections. Furthermore, as with certain other drugs, adequate blood 
studies should be made when the patient requires prolonged or intermittent therapy. 
(1) Kirby, W. M. M.; Waddington, W. S., & Doornink, G. M.: Antibiotics Annual, 1953-1954, New 


York, Medical Encyclopedia, Inc., 1953, p- 285. (2) Finland, M., & Haight, T. H.: Arch. Int. Med. 
91; 143, 1953. 
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TREATMENT OF BENIGN PIGMENTED MOLES 
CAPTAIN GORDON H. EKBLAD (MC), U.S.N 


8 die PRENEMIENT of pigmented moles has long been a controversial subject 
This controversy extends up to, but unfortunately does not end with, the 
opinions of our accepted authorities on the subject of pigmented moles and melano 
mas. Obviously our opinions must be influenced by cancer centers treating large 
numbers of melanomas, and by groups of physicians treating large numbers of pig 


mented moles Since authorities in these fields are by no manner in accord as to 


] 


the proper handling of pigmented moles, the issue must of necessity hetud 
pro] pig 


renin 
dled to the average practitioner 
Driver and MaeViear in 1943 probably reviewed the literature more extensivel 


than others, but their paper was concerned primarily with the treatment o 


melano 
mas. This paper attempts to bring together for the first time (to the author's know! 
edge) the viewpoints and opinions from all possible sides, a expressed by a large 
number of authorities, on the treatment of pigmented mole hus, the reader ha 
the opportunity to weigh these opinions as expressed by various authoriti and 


form his own conclusions 
OBTECT Ol ARTICLI 


The object of this paper is to clarify the treatment of clinically benign mole 


Since the subject of melanomas is so intricateh tied up with the proper management 
of moles, a number of statements are included pertaining to melanoma Phe sul 
of treatment of melanomas, suspected melanomas, or su picious nevi, however 


not dealt with 
Pertinent statements from 30 articles or texts are quoted verbatim. These include 

Opinions of dermatologists hi to] athologists roentgenologist and su 

these various statements make up the very meat of the issue it 


included in the body of this paper. Reference number 


pal pertam not to a parts il 
article as such, but to a particular sentence or sentences or paragraph, with whiel 
the reference number 1s associated. [It would be impossible to clearl liseu wl 
a controversial subject without some anchor about which t wing, and 
opinions are used as such 
DEI 

The term mole and nevu are herein ed | thy the ter 1 
plgmentosus, to designate any lesion containing nevu melanocyvte) cell 

Phe term melanoma is used svnonymously with the term malignant melar 
to designate any lesion containing mahenant nevus or melanor tous cell 

Department Dermat 1H ( ( 
| re ' ¢ ‘ ‘ 


| 
the Medical Department of the Navy or of the Navy Department 


M {IRCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


lor the histopathological terms (1) junctional nevi, (2) intradermal nevi, (3) 
compound nevi, (4) blue nevi, and (5) juvenile melanoma, the reader is referred to 
standard texts, or to pertinent articles referred to in this paper.* 

Very briefly, (1) a junctional nevus is one with nevus cells at the epidermoder 
mal junction; (2) an intradermal nevus consists of nevus cells confined to the der- 
mis; (3) a compound nevus consists of both junctional cells and intradermal nevus 
cells; (4) blue nevi are not concerned with in this article, in view of the rarity of 
their becoming malignant, and because of the fact that there is only one generally 
used method of treatment, surgical excision; (5) juvenile melanoma refers to nevi 
in prepubertal children (also recognizable as such in adults ) which show histopatho- 
logical pictures difficult or impossible to distinguish from true melanoma, but which 
do not behave as such; this lesion is left to other articles for further clarification 
and discussion.7 

In regard to compound nevi and intradermal nevi, it might be stated that many 
general pathologists and dermato histopathologists feel that if serial sections were 
run through the entire lesion of an intradermal nevus, probably most sections would 
show at least one junctional element and as such could be classified as a compound 
nevus. lHlowever, it must be assumed from percentages quoted for the occurrence 
of compound nevi that intradermal nevi showing only occasional occurrence of a 
junctional element are generally considered as intradermal nevi. There has never 
been any clarification as to just where this dividing line should be drawn. It must 
also be fair to assume from all available quotes and figures which ignore this factor 
in discussing intradermal nevi that this very occasional junctional element in an 


otherwise intradermal nevus does not effect the results of treatment of these lesions. 


GENERAL STATEMENTS 


lhe annual incidence of melanocarcinoma in the general population is 1.8 per 
LOO.OO0 ) 

The average individual has 15 to 20 pigmented moles.t The annual incidence 
then, of melanoma per mole is 1.8 per 1,500,000 (0.00012% ; 1.8 per 100,000 15, 
employing the more conservative figure of 15 moles per person ) 

Many figures on the percentages of melanomas as compared to epitheliomas, as 
taken from the files of larger cancer centers, would tend to indicate a larger percent 
age of melanomas than the above figures. This is undoubtedly due to the fact that 
the more serious malignant tumors (i. e., melanomas) tend to gravitate to those 
centers. 

It would take the physicians of the United States, if they neglected all other 
work and did nothing but excise moles, 2.3 years to accomplish this task. (This 
assumes 211,000 physicians, a 300-working-day year, eight-hour day, 155,000,000 
people, and one-half hour per mole to adequately prepare and excise and decently 
close, and 15 moles per person). 

Phere would obviously be no problem if there were more melanomas and fewer 


moles—all the moles should be removed. However, if the annual rate of malignancy 


* References 2, 3, 4, 12, 16, 17, 23, 27. and 28 
+ References 2, 3, 12, 16, 23, and 27 


t References la, 18a, and 19 
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TREATMENT OF BENIGN PIGMENTED MOLES 


is only one per million moles, this is impractical, to say the least. The problem is, 
which moles to treat and how. Most moles obviously need not be treated 

The reasons are obvious in those moles treated for cosmetic reasons 

Prophylactically, it 1s probably good practice to remove moles on the soles, 
palms, pulp of fingers and toes, and on the genitals, and those moles subject to 
repeated trauma.§ In view of the small number which become malignant, it is prob 
ably equally poor practice to unnecessarily alarm patients with such lesions 

While this paper is concerned only with the treatment of clinically benign moles, 
it might be added here that, obviously, moles showing any suspicious changes should 
be excised and histologically examined 

When a clinically benign lesion is treated by excision, adequate and not radical 
excision 1s sufficient. Adequate excision, as distinguished from radical excision, 


is an excision which leaves a margin of about 2 


mm. of normal skin. .\s long as 
the histopathological sections show a benign lesion, and the excision extends beyond 
the margins of the nevus cells (in width and depth), there can be no sound reason 
for a radical excision. Benign cells are not potentially malignant in vitro 

The junction type nevus, and not the intradermal nevus, is the potentially malig 
nant lesion 

It is not possible, clinically, to always differentiate the various types of nevi; 
the junctional from the intradermal, the potentially dangerous from the always 
benign type. 

It is not always possible, clinically, to differentiate the benign nevus from the 
malignant melanoma.# 

There is a greater margin of safety in treating nevi prior to puberty, than after 
puberty.* 

There has never been a histologically proved benign nevus which has become 
malignant. It would seem intuitively that such a transformation does take place 


but there is as yet no histological proof that it does so.+ 
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Clinically, the intradermal nevus is usually an elevated, smooth, papular lesion 
It may, however, be verrucous or pedunculated. It may be flesh-colored to fairly 
heavily pigmented. It may or may not contain hairs. 

\bout 12% of this clinical type will prove histologically to be compound nevi 

Method 1. excision may be the preferred method in those locations where 
better cosmetic results can be expected than with other methods. ‘The advantages 
are removal of all nevus cells, and histological examination. The disadvantages are 
more expense to the patient and objectionable sears in certain locations ; the patient 
may not submit to surgery for a minor lesion which he wishes removed for cosmetic 


reasons 


§ Reference 2 15h, 20a, 20/ and 2%¢ 


10a, 12d, 17h, 28a, and 28/ 


Reference 
References 5a, 10h, 12a, 21, and 26 
# References 3d and 22a 

* References & 12e, 20d, 23, and 27 
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Vethod I] Phe majority of this type of nevi are probably most easily handled 
by shaving off flush with the skin for biopsy. The base is then lightly desiccated, 
including the peripheral margins. If the biopsy sections show an intradermal nevus, 
the remaining intradermal cells need not be treated. Where the biopsy sections 
how a compound nevus, the junctional cells will have been removed, providing the 
desiccation has been carried wide enough to remove superficially compounded ele- 
ments at the periphery, and the remaining intradermal cells need not be treated. 
\dvantages are ease of treatment, histological examination, little expense to the 
patient and good cosmetic results 

VWethod I11.-Carhon dioxide, trichloroacetic acid, electrolysis, and electrodesic 
cation, are frequently used methods of treatment. Advantages are ease of treatment, 
litthe expense to the patient, and good cosmetic results. Disadvantages are lack of 
Inopsy and the strict requirement of adequate experience to judge properly which 


lesions ¢; ately treated in these manners 


TREATMENT OF COMPOUND-TYPE NEVI 


peaking, it is probably not clinically possible to judge whether these 
he intradermal, compound, or junctional types. [lowever, for sake of 

ying, the compound type nevi may be considered to be slightly raised, round 
to oval, of varying sizes, with or without hairs, moderately to deeply pigmented 
lesions (in other words, anything falling between the typical papular intradermal 
type, and the typical small flat junctional type ) 

Wethod — excision is the method of choice where good cosmetic results can 
he X per ted 

Vethod 11 Many nevi of this type are not sufficiently elevated to allow ade 
quate Inopsy by this method (as used with intradermal nevi). Where biopsy can 
vw done, and where it shows a junctional type nevus, the area should be excised or 
destroyed (as by electrocoagulation ) deeply enough to insure destruction of any 
remaining nevus cell Phe latter may give undesirable scars 

Vethod [11.—\\ithout biopsy, it is probably impossible to judge clinically, with 
reasonable accuracy, the lesions of this type which can be safely treated by super 
ficial methods with only cosmetic results in mind, and without destruction of all 
nevus cell 

NKeferences It is usually difficult to tell from most articles when they are 
reterring specifically to this type nevus, and the reader is referred to references 


listed under intradermal and junction type nevi 


PREATMEN JUNCTION-TY PEI NEVI 


junction type nevus is generally a small (usually 2 to 5 mm.), smooth, flat 


usually without hairs, brown to deeply pigmented, lesion.‘ 


nevi occurring on the palms, soles, pulps of fingers or toes, or scotum, 


all practical purposes, be considered junctional.# 
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Vethod 1 Inasmuch as these are the acknowledged dangerous type ot nevi, 
Method I (excision) is the method of choice 


Vethod 11 This method (as used in intradermal nevi) does 
the treatment of this type of nevi, a 
these 


not lend itself t 
s all nevus cells should be destroved. .\dmuttedly, 
small lesions can be easily and adequately (adequately, in this type nevus, 
means all nevus cells destroyed) treated by means ot electrocoaguiation, carbon 
dioxide, or trichloracetic acid. The disadvantages, aside from the necessary pre 
requisite of knowledge of the proper use of these modalities, 1s lack of biopsy and a 
slightly depressed sear. In this vein, it must also be admitted that while biopsy of all 
] 


sions is the ideal goal, it is not always feasible. The additional expense of histolog: 


specimens will prevent many patients trom having these | 


lesions treated. AMlany 
patients will balk at excision which to them may seem a comparatively 1 
1, 


cedure for a minor lesion. If it 1s 


Cal 


Hajyor pro 
considered good prophylacty miecasu 


to destroy 
this type of lesion and if insistence on biopsy will mitigate agains 


great maypority 


of these lesions ever being treated, then it should be good } 


ractice to ck troy the ‘ 


lesions by any adequate method, even though it may not be the method of chores 
Inadequate treatment, of course is to be condemned argument does not apply 
to clinically suspicious lesions where histopatholog1 al study should always be done 


Vethod IIl \ny superticial method of treatment which doe troy all 
nevus cells should never be used in this ty of lesion 
| 


hese nevi come mostly within the scope of plastic surgeon Iexeision by deere 
ments, if the lesion is not of the junction type, 


apparently the method « 
where applicable If the lesion 1s ¢ 


chores 
the junctional ty this procedure should be 
done prior to pube rty. Iéxeision in toto with repai ati 
factory cosmetic result 
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1. M 1. ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


(4) I am convinced by the study of our 400 cases that the electric needl applied 
with good intent but without sufficient accuracy, is the one trauma responsible for as 
much wild growth as any other form of injury. It is appalling that in 38 instances 


of melanoma], or nearly 10%, electrodesiccation of the lesion was employed 


2. Allen, A. ¢ \ Reorientation on the Histogenesis and Clinical Significance of Cutane 


vi and Melanomas, Cancer 2:28-56 (Jan.) 1949 


(a) The [intradermal] nev':, may occur in the skin of any part of the body except- 
ing, for all practical purposes, the scrotum, the palms, the soles, and the pulps of the 
fingers and toes. Clinically it may vary considerably in appearance from pink to various 
ades of brown, from a flat macule to a papillary warty growth. The intradermal 
nevus may or may not contain hairs; on the other hand, when a pigmented nevus con 
tains hairs, it is extremely likely to be of this variety 

(b) Iti irrently assumed that local caustic or coagulative therapy unquestionably 
flares up dormant nevi. Actually, as indicated, there is good reason to believe that such 
handling is really innocuous if the nevi are the simple intradermal or the blue nevi 
uncomplicated by the junctional type. However, even in the case of the junctional nevi 
there is lacking the properly required statistical and histological proof that trauma 
transforms a junctional nevus into a malignant melanoma, even though intuitive support 
of such a thesis 1 mnderstandable 

(c) Because it may be assumed that nevi of the scrotum and of the palmar and 
plantar aspects of the extremities are junctional nevi, it would seem wise to remove 


uch nevi prophylactically, preferably prior to puberty 


Allen, A. ¢ ind Spitz, S Malignant Melanoma \ Clinicopathological Analysis of 
eria for Diagnosis and Prognosis, Cancer 6:1-45 (Jan.) 1953 

(a) Unlike the intradermal nevi, some of the quiescent junctional nevi—luckily only 
a small proportion—do become active and do eventuate in melanocarcinomas. To date 
it is impossible to know which particular ones will undergo malignant changes 

(b) It appears fairly certain that no amount of trauma to the intradermal nevus 
will convert it into a malignant lesion 

(c) The junctional component occurs in about 98 per cent of the intradermal nevi 
of children, and in about 12 per cent of those of adults 

(d) We have seen three cases in which, despite widespread metastasis, the primary 
cutaneous melanoma was not discovered until autopsy when the prosector took sections 
of what seemingly were commonplace moles clinically, but which were actually super- 
ficial melanoma 

Of the 934 patients studied, 68.3 per cent who survived five years or longer were 


treated merely by local excision of the primary tumor 


4. Becker, S. W Diagnosis and Treatment of Pigmented Nevi, Arch. Dermat. & Sypl 


44-65 (July) 1949 

(a) ‘The stne qua non for treatment is to determine whether the lesion is climically a 
pigmented nevus and not lentigo maligna or melanoma 

()) With the use of local anesthesia, small [macular] lesions are cauterized with a 
major electrocautery deeply enough to destroy the epidermis and adjacent cells but not 
so deep as to cause appreciable scarring. There is no reason that solid carbon dioxide 
or electrocoagulation could not be used by one who is experienced in their use 

(c) Large macular nevi are treated by fulguration, with local anesthesia 

(d) Papular nevi on the face or neck are snipped off with scissors for biopsy. The 
area is then cauterized with the electrocautery to such a depth that when the wound 


is healed the scar will be flush with the epidermal surface. No effort is made to destroy 


all dermal nevus cells, since, in my experience, they are harmless. Small papular pilose 


nevi may be treated by epilation of hairs, followed by biopsy, and then cauterization of 
the mole at the first visit. Removal of hatr with the epilating needle without subs« 


quent immediate treatment of the nevus 1 not considered safe. Treatment of peduncu 
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PIGMENTE!I VOLES 
Hes sts merely of clipping off the lesion at the base and cau © 
removes the entire lesion, with the possible exceptior 
ofaf vus cell ch, in my experience, are harmless. A biopsy is made ot 
is papular o1 
ersists alter 
ee in the Biology 
tf Melanomas, New York, New York Academy of Sciences, 1948 ; 
(a) Clinically, it is impossible to differentiate the different variety microscopt i 
examination is necessary 
In cases [of melanomas] where the patient give ’ tory of having had a 
mole” removed, it has been possible t btain sections of t ecimet removed i : 
only a few instances. In these, upon examination, the process was malignant trom the ‘ 
start 
(c) Conservative therapy of nevi, as practiced by the dermatologist in be ite A 
only if all lesions are biopsied 
J. V.: Malignant Melanomas Arising in Mole J. A 
in either flat or elevated mole In our seri 
the histories as macular, eleven case nodular 
1, two cases In twenty-nine ises the type l 
! len cases, distinct mention was made of the color 
or t po k, five cases; black and hairy, one ise; bi 1 : 
fourteen cases; flesh colored, one case 
the antecedent mole was not recorde 
int condition appearing after trauma 1 
owever, an etiologic role to trauma 
Early Diagnost f Malignant Melanoma of the Sku 
Calite 1953 
(a) are between 2 and 5 mm. in size 
(>) ME oh) it is mmmmmily possible to destroy a junction nevus by various meth : 
ds, 1) methods except adequate surgical « ision should 
be condemned. Only with surgical excision is there absolut rtainty that the lestor 
has been completely eradicated, and only by this method 1s a specimen obtained tor ht : 
topathologic study 
iextensive Pigmented Nevi on Hairbearing Are Plast. & Reconst 
This ote: combination of (1) multiple partial 2) elects 
ulation of the pigment bearing portion f the skin in t he il cepl : 
enough to remove the pigment, but not deep et t t t ur tollel I 
(3) removal of the nevu i thick split-skin graft] can be t t fear of 
ng malignant change on intradermal nevi at any age, but int i f junetional o1 
compound nevi, its use should be restricted ti ildren be y the f pubert 
9. Driver, J. R., and MacVicar, D. N Cutan Melanoma \ ( ica t f 60 
Cases, J. A. M. A, (Feb, 6) 194 
Of a serics (iis with melanoma i gl t 2 itient ( t 
surgical practice presented themselves for treatment mparaty t t t 
advanced malignant growt al i large | tag ving metastat i! ment 
a are known to be alive more than fis il iter | mortalit ite oe 
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IRCHIVES OF DERMATOLOGY AND SYPHILOLOG} 

fi Of the other group of 35 patients seen in dermatologic practice 17, or 48.6 per cent 
urvived from seven to eighteen year \s a group these patients were seen compara 


tively early in their disease and the great majority were free of metastatic dissemina 


(a) The results obtained indicate that the only hope of reducing the high mortality 
in cutaneous melanoma les in early diagnosis and thorough destruction of the pri 


mary lesion before dissemination takes place, either by electrocauterization (not electro] 


) or by radical scalpel excision 


10. Eller, J. J., and Eller, W. D.: Tumors of the Skin: Benign and Malignant, Ed. 2, Phila 
delphia, Lea & Febiger, 1951 


(a) Intradermal nevu rarely, if ever, undergoes malignant changes 


As a rule the junction nevus 1s a slightly elevated, smooth, pea-sized, nos 
hairy lesion, deep brown to black in color. However, it may be at times difficult to dif 


ferentiate clinically from other types of nevi and other neoplasms 


(c) Small pigmented nevi can be excised and the edges of the defect closed witl 
very fine skin sutures, often with excellent cosmetic results. Surgical excision is consid 
ered by many to be the safest and the best method for the eradication of pigmented nevi 


because its allows the removal of the entire lesion with some of the adjacent tissue 


However, most patients refuse to submit to a surgical operation for a minor lesion 
vhich they wish treated for cosmetic reasons. Electrolysis may give exceilent cosmetu 
result Applications of solid carbon dioxide may also be effective, but is employed with 


greater facility in treating larger lesions. Some of the superficial non-hairy benign pig 


mented nevi, the size of a lentil or smaller, have been treated with good results by appli 
cations of trichloracetic acid. For treatment of small hairy pigmented nevi it is good 


practice first to destroy the hair roots by electrolysis. This frequently causes involution 


of the entire Jesion, but if additional treatment is necessary, any of the aforementioned 
methods, such as solid carbon dioxide or trichloracetic applications, may be used. How 
ever, the electrolytic removal of the hairs from a hairy nevus without complete treat 


ment of the entire lesion 1s not considered safe by many dermatologists. 


(d) The treatment of junction type nevus should be complete and should include 


normal tissue beyond the periphery and depth of the nevus tissue 


Il. barris, J. M.: Origin and Treatment of Malignant Melanoma, California Med. 78:110 
116 (keb.) 1953 

Exeision and split thickness graft—of the large hairy nevi—give a cosmetically 

unsatisfactory result in most instances. A preterable alternative 1s stage excision 1 


decrements of thirds, fourths, or fifths depending upon the size of the tumor. There 


need be little fear of inciting malignancy through operation on this lesion 


12. Lever, W.: Histopathology of the Skin, Philadelphia, J. B. Lippincott Company, 1949 


(a) It is not always possible to predict from the clinical appearance whether the 


nevus is of the intradermal type or the junction type 


(b) As a rule, the intradermal nevus is a circumscribed, smooth or slightly verru 


cous elevation which may or may not contain a number of hairs and varies in color 


from normal skin to dark brown 


(c) The junction nevus is a relatively flat or slightly raised, smooth, pigmented 


mark that is devoid of hairs. Its color is light brown or brownish-black, rarely slate- 
blue or bluish-black 


(d) Junction nevi are potentially malignant because they are active nevi, not resting 
nevi as intradermal nevi. They possess the ability for further growth 
(e) Malignant melanoma is rare before puberty and when it occurs it is usually 


clinical 


ly benign 


thor the f t ti t 
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13. Macdonald, FE. J Malignant Melanoma in Connecticut, in Tl Biolog t Melanoma 


New York, New York Academy of Sciences, 1948 


Malignant melanoma has accounted tor .93 per cent ot the tot wicel Connecticut 
for the past twelve year Every effort has been made to obtain the act neid 
cancer in thi state 

For malignant melanon the annual average incidence rate, wht is the 1 tive 
number of cases diagnosed in a given vear, is 1.8 per 100,000 populatior 


14. MacKee, N., and Cipollat . X-Rays and Radium in Treatment of Ditsea 


Skin, Ed. 4, Philadelphia, Lea & Febiger, 1947 
In nevus pilosus et pigmentosus, ther i difference of opim t ther t 
hair should be removed with radiation or with electrolyst Many dermatologist 
that the electrolytic needle should r be inserted into a mole or a ind of 
mented nevu Others claim that there 1s more danger a ciated ith irradiation t 
vith electrolysis. It is our opinion that the “needle” method 1s sate and that irradiat 
dangerou We never employ irradiation tor this purpose 
15. Montgomery, H.: Benign and Malignant Moles (Nevi): Their Differentiat ind Treat 
ment, M. Clin. North America 28:968-977 (July) 1944 
(a) The two most common types of nevi are, first, the small dee] pl nted flat 
(junction) type, which may or may not contain haw and, secondly, the tt, st t 
slightly elevated, moderately pigmented mole ntaiming hat 
(bh) The ordinary pigmented nevus is benign and need not be removed except tor 
cosmetic purpose It is probably good practice owever, to remove deeply piremente 
nevi, whether flat or elevated, which occur on the sole of the foot or in other regi 
vhere they are likely to be subjected to trauma, even though trauma has yet to tal 
place. On the other hand, the occasional nicking of an ordinary iry pigmented nev 


armless and does not call for any treatment. It 


as in shaving, in my own experience 1 


econdary infection supervenes, however, then the nevus should be removed a na 
this infection has subsided 
16. Montgomery, H., and Stegmaier, ©. ¢ Ir.: Histopathologic Studi i Pigmented Nevi 
in Children, J. Invest. Dermat. 20:51-64 (Jan.) 1953 
17. Ormsby, O. S., and Montgomery, H.: Diseases of the Skin, Kd. 7, Philadelphia, Lea & 
Febiger, 1948 
(a) The treatment of small nevi by electrolysis or carbon dioxide snow ts generally 
accepted. Small lesions can be removed by thorough electrolysis. The practice of pat 
tial removal, however, such as removal of the hair from the center of the lesion or super 
ficial electrolysis, is not without danger. We have seen several cases in which an appar 
ently benign nevus had been incompletely removed by electrolysis, which was followed 
shortly by the development of melano-epithelioma (malignant melanoma ) 
(>) Most investigators are agreed that when a nevus undergoes malignant ing 


the earliest changes, in the majority of the cases, are seen in nevus cells at the epidermal 
cutis junction. Exceptionally, the first malignant changes are seen in nevus cells deep 
in the cutis, in the so-called intradermal type of nevus 
18. Pack, G. T., (and others): Multiple Primary Melanoma; A Report of 16 Cases, Cancer 
5:1110-1115 (Nov.) 1952 
(a) Survey of 1,000 adult humans by Pack and Lenson revealed that the average 
individual had 15 pigmented moles 
(hb) Out of 1,250 [melanoma] patients 1.28% have shown evidence of multiple pri 
mary lesions 
19. Pack, G. T \ Clinical Study of Pigmented Nevi and Melanomas, in The Bi 
Melanomas, New York, New York Academy of Sciences, 1948 


distribution of pigmented moles among 


For several years, I plotted the incidence 


students and, in summary, I may say that the average individual has approxima 


twenty visible pigmented moles by adulthood 
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20. Pack, G. T., and Livingston, E. M., editors: Treatment of Cancer and Allied Disease S, 
New York, Paul B. Hoeber, Inc., 1940, Vol. 3, The Treatment of Pigmented Nevi and Mela 
nomas, pp. 2071-2094 


(a) Melanomas are of Irequent occurrence on the soles of the feet and on the 


gentalia, in which regions nevi ‘are seldom observed. This finding may be of therapeuth 
i 


(b) It is thought best to remove all darkly pigmented nevi in infaney and childhood 
\lthough electrocautery or electrodesiccation is eminently satisfactory for 
removal of some pigmented lesions of the skin, notably the epithelial pay re 
ul In removing the true mole by this technique unl n 


is radical. Perhaps thousands of such true nevi are treated by dermatologists without 


mishap for every one that recurs as malignant melanoma, but the sequence of malignan 
transtormation of an apparently quiet nevus following incomplete electrodesiceation has 


pleasant frequency in the case histories at our disposa 


(d) It i afe to cut through pigmented nevi in children in performing multipl 


tage operation (ot large nevi) but thi hould never be done after the ave i puberty 
21. Schamberg, I. L., in discussion of Montgomery, H Histopathologic Studies of Pig 
mented Nevi in Children, J. Invest. Dermat, 20:51-64 (Jan.) 1953 
We cannot always differentiate clinically between the benign intradermal ot intraepl 


22. Slaughter, D. P Superficial Tumors of the Head and Neck Area, Surg. Clin. North 


America 28:69-81 (Feb. ) 194% 


(a) There is no way absolutely te diagnose a mole that has become malignant « xcept 
by microscopic definition. Experts with wide experience have a good percentage ot 


clincal accuracy, but it is not pertect 


(/) There is considerable mythology and misunderstanding about the treatment of 
mole Phere is much popular fear that disturbing a mole in any way may be dangerous 


In my personal experience, and in the literature, there is no authenticated instances 


of a benign neuro-nevus becoming malignant after incomplete removal with the electric 


needle, cautery or excision. Close scrutiny of such supposed occurrences will almost 
invariably show that the mole was malignant in the first place, and usually treatment 
Was instituted because of the changes incident to unrecognized malignant transformation 

) Dermatologist ive removed thousands and thousands of moles with acid. eat 
bon dioxide snow, electrocautery and so forth, without unt ward occurrences. Removal 
! moles on the face for cosmetic reasons by these methods would seem to be pertectly 


ate here are two disadvantages te 


such procedures: (1) no tissue is removed for 
microscopic section, and (2) the destruction of the lesion is almost always incomplet 
lhe safest procedure is total removal of the mole by careful excisior 


(d) It the mole is being removed for prophylactic purposes or for diagnosis in the 


case of doubt, then excision is mandatory. An oval incision about the mole. a millimeter 


rso trom its edge and cutting well under it, is perfectly adequate removal 


; pits Melanomas in Childhood, Am. J. Path. 24:591-609 (May) 1948 


Ince metastases trom juvenile melanomas occur only rarely, conservative surgery, 


rather than the radical surgery usually indicated for adult melanomas, seems justified 


Baer, R. | Some Common Errors in the Management of Skin 


I isease in The 1951 Year Book of Dermatology and Syphilology, Chicago, The Year Book 


(a) Pigmented nevi which annoy because of their unsightliness. may be removed 


urgically if the cosmetic result of excision can confidently be expected to constitute a 


distinct improvement. On the other hand, the common small, soft, fibromatous nevi of 


different sizes (especially when bearing hair and when situated on the face or trun] 


can sately be treated with various selected forms of destruction such as repeated appli 
cations of the fitted carbon dioxide peneil, one or several superficial electrodesiccati 
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ad aub, Eugene ne Pigmented, Hairy and 
Malignancy, South. M. J. 40:1000-1005 (De 1947 
While clinically and microscopical] h junction 
infancy appear absolutely similar to those junction 
nevertheless, they must possess vital differences that 
difference in prognosis is so striking tl 
two dissimilar Ie h lassity as junction 1 
28. Traub, and Keil, H Phe “Common Mole”: Its Clinicopathologi 
the Question of Malignant Degeneration, Arch. Dermat Syph. 41:214-252 (Fel 
Che growths t \ signated as ction type 
potentially malignant melanomas belief tl 
these growtl 
us procedure 
(hb) There are occa 


do not undergo maligna 


epidermodermal Jj on atic i cord witl 

(c) We hi ought tor lest | xtren 
catalogued as genuine intradermal moles, | ou hus as been fruit 
ure W submitted to about one hundred | y member 


lation 


or repeated painting with escharotics suci as trichloracetic acid. Sometimes the preced ; 
ing removal of the heavier hairs in the nevus by the need| f electrolysis or electroc 
agulation is not nly desirable but essential ‘ 
( It is our conviction, based on the sums of out vn observations and those ot 
most of our dermatologic colleagues, that these forms of treatment are entirely sate 1 
properly selected lesions, but are likcII//'tly unsate when 1 rrectly appli 
e. g., to lesions already showing / i _ 7! or of rapid growth. In contrast 
alterations. If and when they are to be treated, they must be removed by adequate exe 
sion, even if there is a possibility or likelihood of an undesirable cosmetic result 
25. Sutton, R. L., and Sutton, R. L., Js Diseases of the Skin, Ed. 10, St. Louis, ©. \ : 
Mosby Company, 1939 
me size or smaller may readily be destroyed by meat f the 
olid carbon dioxide 
hairs may be removed by electrolysis, tl imehorating the 
ions may be excised in toto, and the area covered with sku 
26. Swerdlow, M Nevi: A Problem of Misdiagnosis, Am. J. Clin. Path. 22:105m 
(Nov.) 1952 
Ihe clinical diagnosis of nevus of 551 lesior vas correct in only 61 per cent of t 
lesion and of 454 lesions diagnosed patl logically as nevi, the clinical diag i : 
correct in only 74 per cent 
These figures do not compare with those of Becker, who found that of 710 I ! 
diagnosed clinically as nevi, 80 per Zz correct, and of 649 lesions diagnosed pat! 
logically as nevi, 87 per cent were correct. This difference may possibly be explained by “a 
series the diag ‘ ere made by derma 
i few general practitiones In this seri 
in all specialties 
elationship t 
early 
in lite 
hei 
us that 
felations and 
1940 
vhat we 
reatment 
a dat 
levus cel 
ells at the 
ght he 
s of the 
American Dermatological Assam, The questions proposed were: 1. Have you ever : 
een a small common hairy mole become malignant? 2. Have you ever seen a hist 
logically proved benign cellular nevu mole or pigmented mole) become malignant c 
ibsequently Of the ninety-three dermatologists [answering], eighty-five had not 
observed malignant change in a small commor iiry mole, despite manifest opportum 
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n. In addition, this group has 


become malignant subsequently 
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America 24:319-339 (April) 
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best the rapy 


Melanon 


10 
1 Nevi, Minnesota Med. 33:456-461 
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ich education is needed to have 
nust be sufficiently radical to destroy tl 


(May) 1950 


{iM 

benign pigmented lesions u Pe 
Vebster, J. P tevenson, ‘| 

Me Ski urg. Clin. Nortl 

: In 104 cases [of melanomas) iii per cent started tron 

existing mole normal skis In the 

ises preceded by a mole 6 
hysical method 
Cauterization has heen ad 

that the procedure takes but 

e skill to perform, although 

fession that th ion 

Wells, A. H.: as 

; There is to my knowledge no histologic iE resulted fron 
a incomplete removal of a nevu 
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PROFESSORS OF DERMATOLOGY IN AMERICAN MEDICAL 
SCHOOLS, 1867-1953 


WALTER B. SHELLEY, M.D 


PHILADELPHIA 

We should endeavor to create an influence which should secure instruction in our 
department by thoroughly competent men in all our schools of medicine, by men, wher 
they can be obtained, whose whole stud¥ and practi ire ce te t t. kortunatelv but 
little remains to be done in this particular. The school ive been the first to recognize 
the claim of dermatology in this regard, and to furnish their students with t best oppor 
tunities of study at their command. Whereas hardly ten years ago, we had not a singl 
officially recognized representative among the great body of medical instructors in the 
United States: we now have 

Professors, 4; Clinical Professors - Instructor 1: Lecturers, 6; Total, 16 


Professorships: Vermont, Bellevue, Chicago, Harvard 
Clinical Professorships: University of City of New York; College of Physicians and 
Surgeons; Long Island Hospital-College; University of Pennsylvania; Women’s College 


of N. Y. Infirmary 


Lecturers: Missourt Medical College; Detroit Medical College; University of Lout 
ville; Baltimore College of Physicans and Surgeons; Medical College ot Ohio; Albany 


Instructors: Jefferson Medical College 
James C. Wuiti 
American Dermatological A ciation 


Presidential Addre 877 


HEE generations have passed since James C. White thus proudly sketched 
the early status of academic dermatology in the United States.’. During that 
interval dermatology has shared in the vigorous expansion which has oceurred im 
medicine and in medical education. Within the first generation following \White’s 
report at least 25 additional schools had acknowledged the special province of cuta 
neous medicine by establishing professorships of dermatology with appropriate se¢ 
tions or separate departments. In 1953, with but rare exception, each of the 72 
approved medical schools in the United States had a division, section, or department 
of dermatology 
The remarkable genealogy of professors of dermatology in American medicine 
has never been published. In fact but few references * exist concerning the history 
of dermatology in specific medical schools. General medical histories and references 
accord the subject no attention. It was my aim to prepare a simple tabular chart 
listing the academic leaders in dermatology. The size of such a tabulation precludes 
other than a direct chronological presentation of names arranged according to 
schools. 
Department of Dermatology, University of Pennsylvania Medical School 


* References l to 6 
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Nearly all of the information has been obtained by inquiry of the deans of the med- 
ical schools. Without their help, and the co-operation of many of the departmental 
heads, little could have been learned. Most of the schools’ reservoir of information was 
in the dusty catalogues and bulletins of bygone years. ‘The paucity of information 
freely available makes it evident that more dermatologists should undertake to 
recount the story of the development of academic dermatology in their area. Too 
often rich funds of information are lost because individuals fear that only profes 
ional historians are prepared for such writing 

It has been necessary to make a number of arbitrary (and at times difficult ) 
decisions regarding the incorporation of data in the table. These include the fol- 
lowing 

1. Men holding joint or multiple titles such as ‘Professor of Electrotherapeutics 
and Dermatology” are not mentioned. Such conjoint title designation was a common 
early practice and indicated dermatology had as yet not assumed its distinctive post 
tion in the school concerned 


2. No separation 1s made between full professors and clinical professors. [low 


ever, an attempt was made to list only the actual chief of the section or department 

3. The dates of tenure indicate the time, insofar as I could determine, that the 
men were in active charge of the department or teaching section. In many instances 
the men initially held a lower rank than that of professor. Moreover in several 
schools the present chiefs are not full professors. Acting heads of the department 
have been included only if these individuals later assumed full direction. Overlap 
ping tenure dates are seen whenever it was not possible to discern from the data 
at hand the relative academic status of the individuals concerned 

| nly the genealogy of professorships In present day medical schools is given 
Numerous private or small medical schools were extant years ago, but in the gradual 
evolution of medical education many dissolved or fused to form new schools. With 
the exception of New York University, | have not included the dermatologic story 
of these ancestral schools which are no longer in existence. 

\ll beginnings become misty with the passage of time. Moreover, origins them- 
selves may frequently be inexact, multiple, or diffuse. In reviewing the early days 
of academic dermatology one commonly encounters the misty, the diffuse, and the 
obscure. Yet a fairly accurate general picture may be obtained. Noah Worcester 
deserves our initial tribute as the first academic dermatologist in the United States. 
lkrom 1843 to 1845 he served as Professor of General Pathology, Physical Diagnosis 
and Diseases of the Skin in the newly formed Cleveland Medical College (part of 
Western Reserve). Appropriately he wrote the first American textbook of derma 
tology, “A Synopsis of the Symptoms, Diagnosis and Treatment of the More Com- 
mon and Important Diseases of the Skin,” with 60 colored illustrations. A graduate 
of Dartmouth Medical School, Worcester had trained in St. Louis Hospital in 
Paris. He died in 1847 at the early age of 35, a victim of pulmonary tuberculosis. 

\ contemporary pioneer was Henry 1D). Bulkley, a New York physician special 
izing in skin disease. Bulkley has the distinction apparently of having given the 
first dermatologic lectures in America. These were given in the spring of 184] 
at the College of Physicians and Surgeons in New York City. Another series of 
lectures was given by Bulkley in 1853 at the University Medical College (later to 


become New York University ). 
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In 1867 this University Medical College in New York City established the first 
clinical protessorship in America specifically limited to dermatology Faneuil D 


Weisse was given this appointment and thus heads the list in the accompanying 


lable. The College of Physicians and Surgeons (Columbia) shortly thereatter, 1m 
Lineage of Professors of Dermatology m the Seventy-1u Ipproved Medical S 
in the States * 
867-1880 

New York University 

Columbia University 

Harvard Jumes ©. White 
T. Bower 
911-1927 Charles J. White 
1929-1030 Lawrence Olive 
104 ‘ (inv Lane 
(‘hester Frazier 

ersity of Pennsylvania Louis H. Dub 
1-11 Milto Hartz 
John H. Stoke 
1945 Donald M. Pillsbur 

versity of Vermont Ix Robert W Va 
William W. Seyine 
18065-1900 George 'T. Janek 
George G. Campbell 
Charle 1. Pet 
(Charles M. Williat 
0-148 Eugene P. 'T 
John F. Dal 

ersity of Maryland 1807 Isane Atkinsor 
P7-1 Melvin S kK tha 
Harr M. ktot 


New York Medical College 


# 
Areula 
Henry M. Dearbortr 
1040 Frederick M. Dearborn 
140-1048 Var \istyne Cornell 
145 Kugene |} 
George Washington University Yarrow 
Randolph Carmichael 
A Simpsor 
mo H. Ford Andersor 3 
University of California [584-1866 Benia n Swar 
OH. ‘Terrill 
Db W. Montgomer 
M0 Howard Morrow 
Hiram | Mille 
University of Ilinois 16 He Ke old 
\. Puse 
Serpe 
University of Pittsburgh 1000 1 ¢ 
W. B. Ew 
Swart 
9-19 William H. ¢ 
Frederick M. Jae 
State University of New York Sherwell 
at New York City ” J are MoWinfleld 
\lfred J tte 
* Information regarding the t ersity « \rkan i the { ersit ! le t available, except ; 
for names of the professors now ine bent: Ewell rh | aid W t Kithedee, respeet ; 
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Williem ‘I 
Harold N 
Herbert H 
W. Wende 


Oshorne 


Corlett 
Cole 


Garover 
Earl D 
Kdward M 
Ralph 
H. Earl 


(rau 
sernstell 


I'win 


ny 


Henry W 
Frank ¢ 

Kdward P 
('larence S. Liy 
Henry B. Decker 


Joseph Zeisler 


Knowl 
Corso! 


( 


Hirt 


I. Elliott 


tehfield 
Spiller 

Frazier 

J. Frederick 

John B 
James ¢ 
Ruben 


Kes 
Kessler 


Nomiland 


unt 
Shelmire, § 
Shel 


Newtor 
Willian 
Arth 


Osvoode S 


Ralph 
Alfred 
Maurice J 


John Dunear 
Martin F, Engn 
Joseph Grindon 
Gaurold V. Stryker 


MeDonnell 
Nadler 


Straus 


Downing 
Appel 


Johnson 
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Jr 


Stelwavon 


Lineage of Professors of = Medical Schools 
Wester hese ersit 1914 
1914-1952 
= 
Unive ty of Buffal 1SS88-1926 
194 
Hahnematr Medical College im 
1915-1048 
= 
1890-1900 
4 leffer n Medieal Sehool 
1920-1947 
1047-1948 
: 1049 
a 1950 
Northwestern University 150-1917 
1917-1919  Frederiek G. Harris 
120 Arthur W. Stillians 
Kdward A. Oliver 
Herbert Rattner 
Woman's Medical College Henry W. Stelwagor 
17-1914 Milton B. Hartzell 
14-1921 Frank ©. Knowles 
1036-1941 - Rose | 
Curmen las 
ersit Minnesota Max V. Horek 
Iu Burntside Foster 
1913-1920 Samuel Sweitzer 
Boston Universit John LL. Coftir 
1917-1931 Wesley T. Lee 
1931-143 Rudolph Jacoby 
John G Downir 
3 Herbert) Meseor 
Uwive tv of ¢ cinnat -Augustu \. Ravog! 
Meyer L. Heidir eld 
: Elmore B. Tauber 
1047 Leon Goldman 
Cornell Medical Sehooi 1916 Georve 
i 1916-192 Hans J. Sehwartz 
George M. Lewis 
Jobhr Hopk University Thomas Gilehrist 
1020). Williams Lord 
Lloyd W. ketron 
University of Texa George H. Lee 
| 
University of lowa 
1034-1086, 
3 M910 
Baylor University E. A. Bh 
| 
14 Culver M. G wold 
Everett R. Seale 
if versity of Colorado 10-1917 Wiest 
H. Davis 
10-1985 
; 
3 St. Le University 
1912 } 
100 
Tufts College Jumes S. Howe 
Francis J. Keany 
i Townsend W. Thorndike 
104 William P. Boardman 
John Gi 
Bernard 
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Edward B. 
lay F. Sehar 
\lbert Strickler 
Carroll S. Wr 
Richard L. 8 
(tharles ¢ Der 


Riehard I 


Ohio State 


durant 


Henry Huazer 


Charl Freeman 


Martin 
Riehard 


Medical College of Virginia Kdward Meé 
Phomas V 
Richard W 
Marquette University | Albert 
Robert 
Simpsor 


Hurry 


Medical Colleg 


Medica 


Stephen Rothn 


Lineage of Professors of Dermatology in the Seventy-Two Approved Medical Sci s : 
im the United States * (Continued ) 
remple University ck 
re 
University of Kansas n, St 
14 le 
Sutton, 
University of Miehigan William E. Breakey 
104 Udo J. Wik 
Arthur ¢ tis 
Pulane Ur ersity 1 Isadore Dye 
Henry Menaye 4 
1941-195. Martin T. Van Studdiford 
Indiana University $-Alembert W. Brayton 
Frank W. ¢ gor 
1s Frank M. Gastineau 
Wayne University \ndrew Biddle 
H. R. Varne 
Robert ¢ Ja eson 
Loren W. Shaffer 
University 1 104 (Charles J. Shepard 
142-104 Burton Barney 
Kidred Bo Heisel 
1910-1970 
University « Pennessee 10-1911 James Brew 
3 Mare Hause 
Emmett R. Hall 
Georgetown University Henry H. Haze 
University of Okiahoma W101 Everett S. Lain 
Charles P| bon 
Howard University — 
M4 
Washington University 192-1442 Engman, Se 
S. Weiss 
Stanford University 1912-1944 Harry | \ldersor 
eM. Farte 
Murrell 
owlke 
dy 
Markson 
Foerster 
South Carolina 1915-1934— J. Austin Ball 
John van de ‘ Ir 
Emory University ird Wolff 
le Miller P. Huteh 
Swansor 
Jack W one 
14 Herbert S. Alden 
Loyola University (Chicago 1916-1918 —Kazimir A. Zurawsk 
A. Fisehkin 
Lrthur W. Stillia 
120-19 William A. Quint 
144 Cleveland J. White 
University of Nebraska \lfred Sehalek 
1035-104 Charl ( Pomlinson 
Olin J. Cameron 
1920-1953 
College of Evangelists Kalph R ampbell 
Kdward Lovejoy 
Sa el Ayre Ir 
Clement EK. ter 
tr ersity of Virginia 14-1950 Dudley ¢ Smith 
1 Kdward Po Cawley 
Vanderbilt University lames M. King 
iv Howard King 
University of Rochester Albert Ro MeFkarland 
Henry ¢ Shaw 
Elmer Tuttle 
University of Wiseonsir Mi Otto H. Foerster 
One Sture A. M. Johnsor 
University of Chieago 42 Samuel W) Becker 
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Lineaye of Professors of Dermatology in the Seventy-Two Approvea Medical Schools 


: m the United States *—( Continued ) 
University of Oregon 1928-1952—Lyle B. Kingery 
1952 Thomas B. Fitzpatrick 
Louisiana State University 1931-1936-—Joseph N. Roussel 
1937-1953 James K. Howles 
1953 Charles KB. Kennedy 
University of Southern California 1932-1945 Kendal P. Frost 
1945 Maximilian R. Obermayer 
Medical College of Georgia 1933-1947 4G. T. Bernard 
1047 J. Maleolm Bazemore 
fi State University of New York 1933 Leon H. Griggs 
it Syracuse 
Albany Medical College 1936 Rudolph Ruedemann, Jr 
Duke University 1937 J. Lamar Callaway 
Chicago Medical School 1939-149 Maurice Oppenheim 
10) David M. Cohen 
‘ Bowman Gray School of Medicine 1941 William L. Kirby 
Southwestern Medical Sehool 1043 sedford Shelmire 
University of Utah 1943 William J. Morginson 
’ Meharry Medical College 1943 Charles M. Hamiltor 
Medical College of Alabama 1945 Ray ©. Noojin 
Creighton University John A 
University of Washington 1o4Y Joseph W. Shaw 


1869, appointed William Hl. Draper as Clinical Professor of Diseases of the Skin. 
The example had been set, and, as White has stated, within 10 years nine professors 
had been appointed. Some of the early appointees do not appear in the table since 
they represented schools no longer in existence, An example is James N. Hyde, 
who became professor at Rush Medical College in Chicago in 1873. 

Special attention should be directed to James C. White, who in 1871 was the 
first in America to receive the title of full Professor of Dermatology. It was at 
Harvard Medical School that this chair of dermatology was first created. This 
single act, probably more than any other, gave university status to the fledgling 
subject of dermatology. For more than 30 years White served as professor at Har 
vard and was a guiding power in American dermatology 

In the ensuing years an ever-widening circle of schools recognized dermatology 


as a subject worthy of the medical students’ special attention. In fact the numerical 


4 rise of professorships directly reflects the dual growth of specialism and medical 
education in America. Today, at the acme of specialistic teaching and research, 
‘| every medical school has well-trained men designated for the transmission of derma 
tologic knowledge 

> It is fitting to close with a silent tribute to these our academic leaders in meri 

4 can dermatology who in the last century have so rapidly advanced the position of 


our specialty. May their influence be a challenge to us in the future 
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RADIOBIOLOGIC MECHANISMS IN THE SKIN 


MYRON H. KULWIN, M.D 
AND 
HANS M. BULEY, M.D 
CHAMPAIGN, ILL 


I° PEREST in the etfects of ionizing radiations on cutaneous structures was 


aroused in dermatologic circles shortly atter the original discovery of the roentgen 
ray itself, inasmuch as the untoward etfeets on the skin were forcibly called to the 
attention of dermatologists. Since that time, the use of x-rays in dermatologi 
therapy has developed along parallel lines with the ever-increasing fund of knowl 
edge about the basic physical aspects of this type of radiation. Dermatologists have 
pioneered not only in the use of x-radiation but also in the clinical investigation ot} 
alpha-and gamma-ray-emitting substances 

lhe clinical effects, both gross and microscopic, of these various radiations have 
been well classified and catalogued over the years. Reasonably accurate dosage 
schedules have been established, and predictable effects can be produced at will 

Similarly, in practically all of the specialized fields of biology —bacteriology 
parasitology, botany, ete.-experimental use has been made of the different types 
of ionizing radiations to probe the metabolic activities of living systems. These 
explorations have resulted in the accumulation of much knowledge about the effect 
of ionizing radiations on living structures—the radiobiologic ettfect 

Conconutant with this growth and maturation process, similar experimental 
exploration has been carried out by physicists, radiation chemists, and others on 
purely physical and chemical problems dealing with the basie nature of tonizing 
radiations, their parameters and their effect on nonliving substances and systems 
Slowly the borders of these research areas have spread in a peripheral fashion to 
overlap on a common meeting ground—the study of the fundamental processe 
involved in radiobiologic mechanisms 

During the past 15 vears, the use of ionizing radiations in dermatological therapy 
has become increasingly limited, often because of conclusions arrived at from incom 
plete premises. lor example, the use of x-ray therapy in the treatment of supet 
ficial mycoses has been almost complete ly abandoned, because it is well known that 
fungi, in vitro, are not killed by therapeutic doses of x-rays. Hlowever, no attention 
was paid to the possibility that the x-rays might alter the medium to such an extent 
as to render it unsuitable for propagation of mycelial growth. [It is because of poten 
tialities such as this that dermatological x-ray therapy must be reconsidered and 


reevaluated in the light of the latest radiobiologic findings 
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CHEMICAL CONSIDERATIONS 


Ihe changes which occur when tissue is irradiated can best be understood if the 


tissue kin, jor example— is considered to be a dilute aqueous solution of many 


orgame and inorganic substances. ‘The following deseription is a summary of the 


prevailing hypotheses dealing with observed radiochemical-induced changes 


The path of an ionizing particle may be called the ionization track, and the 


nature of the particle will determine the density of ionization along the track. In 


the case of radiation of low penetrability (such as an alpha emission) the 1oniza 


tion density wall be comparatively great, whereas with a more penetrating beta 


radiation the density of ionization will be le * It has been calculated + that in the 


case of a beam of alpha radiation, the centers of ionization processes along the track 


are 9 \. units apart, with beta radiation of radium 150 A, units apart, and with 


vamina radiation, 5,000 A. units. It 1s evident, then, that because of the greater den 


ity of ionization reactions (or formation of ion pairs) with alpha rays at equal inet 


dent doses. the possibility of producing a skin-necrotizing reaction is much greatet 


than in the case of gamma radiation, in which a comparable quantity of ion pairs are 


ssue, thus reducing the probability of so intense 


pread through a greater volume of t 


a reaction [his is a restatement in phy sical terms of information which can be seen 


Ina comparative study of depth-dosage curves for various qualities of radiation. It 


is a well-known clinical fact that by increasing the hardness of a narrow beam ot 


radiation (and thus spreading the number of 1onizations which take place through 


a greater depth of tissue), the dosage can also be increased without producing addi 


tional destructive effects 


If a beam of tonizing radiation is passed through pure water, certain physico 


chemical changes are induced in the molecular structure of the water. Part of the 


beam’s energy is transferred to the water, ejecting an electron and producing rea 


tion (1) 


> 


11.0)’ 1s very unstable, it readily hydrolyzes (2) 


Inasmuch as the 


>H OH 


hus, the track of tonization will be sheathed with a layer of hydrogen ions and 


hydroxyl radicals. It has been estimated! that this laver is & A. units from the 


path of ionization itself 


Subsequently, the free electron released in reaction (1) combines with another 


molecule of water, producing hydrogen radicals and hydroxyl ions (3) 


OH 
A. 


This reaction occurs at a distance of about 150 units from the ionization track 


* This is really more complex; density of tomization depends on the speed and charge of the 


particle, as does penetration hus the relationship between ionization density and penetration 
is not fixed; e.g. a 300 mev deutron has good penetrability and also produces a densely ionized 
tracl 

t Magee, J. 1 \ Critical Survey of the Theory of Radiation Chemistry of Aqueous Solu 


, read at the Radiation Research Society Meeting, lowa City, June 22-24, 1953 


t There are probably two effects involved here; even for equal tissue doses, the tolerance 


is greater 


1 cnergy 


; 
4 
(3 
rays 
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If free oxygen is dissolved :n the water—as 1s usually the case in living 
further reactions occur, resulting in the formation cf hydrogen peroxide 
intermediate formation of a hydroperoxyl radical (4+) and (5) 
) > Hit) 
Hid) > 


ormed 


X-ravs, fot example, the quantity ol hvdrogen peronide 


depends upon the concentration of dissolved oxygen Latarjet * has found that 


atter 600,000 r are delivered to a volume of water, about 6 y of hydrogen 


peroxide per cubic centimeter may be demonstrated ingthe presence 
oxygen, while in its absence only 0.24 y per cubic centimeter 1s found. Moreover 
it is probable that this latter small quantity results from the presence ot nm 
removable organic contaminants 

llvdrogen peroxide has been considered to be of ba Iniportanee 
production of radiobiologic effects because of repeated observations tha 
living systems are generally more resistant to the effects of 1onizing rr 
than comparable oxygenated system live times the dose is nece 
duce an equivalent killing effect when irradiation of bacteria is done 
of oxygen than when oxygen is present Hs under anaerobiosi 
insensitive to radiation.” lorula cremonas 1s more sensitive to 
presence of oxygen.’ Cells forming the margins of carcinomatou 
are more sensitive to gamma radiation than the central cell \ re; 
nation for this fact is that the marginal cells have a more abundant 
and are, therefore, more radiosensitive 

Undue emphasis, however, must not be placed on hydrogen peroxide being the 
only mechanism of radiobiologic effects. There is no doubt that hydrogen peroxice 
In certain cases can account for some of the effects?" but there are itticien 
examples of substances not sensitive to hydrogen peroxide which show 


radiosensitivity Moreover, catalase, one of the most powerful and radi 
enzymes ubiquitously present in tissue,!) and peroxidase are both capable 


posing hydrogen peroxide and other peroxides which may be formed 


[qually chemically active in ionized water are the hydrogen and 


radicals, having very unstable electronic structures by virtue of their « 
deficiency of peripheral electron Because of their electrical imbalance, 
strongly tend to reestablish their electric equilibrium and will have a great 
for each other. The excess electron of [1° will te nd to replace that lacking 
Keeping in mind the fact that the radicals H° and OL? are formed in t 


sive steps’ and approximately at a distance of slightly ver LOO A 
each other, the probability of a recombination before meeting an alien receptor 
molecule will be small indeed. For example, hydrogen peroxide may be formed a 
previously mentioned (4) and (5 

Other in vitro reactions which may occur ® are oxidations such 
Fett + OH® Fe*** + OH 
and iodide to iodine, On OH 


+ 


and reductions such as ceric to cerrous ion, 


H > Ce 
References 
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\n example of this type of oxidation-reduction reaction affecting a living sys 
tem as the production of lenticular cataracts by ionizing radiations. Bellows 
and von Inuler and Martin © have shown that the sulfhydryl content of lens protein 
is dimumished in cataract. Barron” interprets this finding to mean that radiation 
may Oxidize thydryl groups in lens protein, producing intermolecular disulfide 
(—S—S bridge formation with consequent polymerization, thickening of the 


protein molecule and eventual production of opacity 


BIOLOGICAL CONSIDERATIONS 


Nadioprotection Many clues to possible radiobiologic mechanisms can be 
found in studies of radioprotection. Theoretically, we may postulate that chemical 
protectants may act by one of four methods: (1) the agent may compete for free 
oxidizing radicals which are produced by ionization of water; (2) there may be 
a decreased formation of these radicals due to the presence of these agents; (3) there 
may be a shift in the redox potential of certain critical cellular constituents, and 


(4) alterations in the metabolism of the animal may increase radiation resistance 


Barron for ¢ aniple, has suggested that all radiobiologic effects are due to 
the oxidation of sulfhydryl group \s soluble compounds, such as cysteine and 
vlutathione, they have an active role in such vital processes as mitosis, cell division, 
and cell growth \s fixed thiol groups, attached to proteins and nucleoproteins, 
they are components of enzymes, muscle fiber, and skin. When radiation is used in 
mall doses, the effects may be limited to those produced by oxidation of these 
ulfhyvdryl group namely, inactivation of enzyme systems and inhibition of cell 
division and growth. Further irradiation will cause denaturation and precipitation 
of the protein structure. The former changes are reversible with addition of furthers 
sulfhydryl-containing compounds, such as cysteine and glutathione Phe latter 
damage is irreversible and recovery will depend upon the rate of protein synthesis 

It is possible that certain radioprotectants may exert their effect by producing 
hypoxia. Cysteine, for example, a sulfhydryl-containing radioprotectant of proved 
value,# has been shown. to produce hypoxia MW dogs, perhaps mediated through 
formation of cysteie acid.* Tlowever, increasing the atmospheric oxygen will inhibit 
the protecting effect of cysteine. Tf, on the other hand, the atmospheric oxygen 


content 1s increased prior to, but not during, irradiation, cysteme protection 1s not 


impaired Phus, the protecting effect of cvstemne may also be partly or wholly 


ascribed to oxygen starvation produced by the easily oxidized cysteine 
It has been demonstrated + that NaCN, sodium cyanide, considerably mereases 
the survival rate of animals subject to lethal doses of radiation. The agent is most 


effective when imyected mmecdiately prior to irradiation Malononitrile (which 


liberate tons) and NaNg, sodium nitride, are also good protectors \lso, 


amine will protect cholinoxidase in vitro against the radionumetic effect 


of nitrogen mustard, .\ decarboxylated derivative of cysteine, beta-mercaptoethyl 


"von Kuler, He. and Marti 


*Salerno, P. R.. and Friedell, H. | Studies on the Nature of the Protective 
Heta-Mercaptoethylamine and Cysteine Against X-Rays and a Nitrogen Mustard, read at the 
Radiation Research Society Meeting, Low: lune 22-24. 1953 
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amine, for example, attords excellent protection © against lethal doses of radiation 
In experimental animals. The pyotecting effect of cvanide may be due to a reduced 
oxygen consumption. To protect against radiation damage, the radiation has to 
take place shortly after the administration of cyanide, that is, when oxygen con 
sumption is markedly reduced. The protecting effect is only minute when the 
cyanide is injected 15 minutes after irradiation 

General Cellular Effects. —In considering the radiobiol@gic mechanisms involved 
in producing effects in any tissue, it is necessary to break the target substances 
down into its basic component structural units, the cell types, and to discuss them 
individually. In speaking of the skin, we can limit our discussion to those structures 
about which relatively definite information is available 

Phe effect of ionizing radiations on the epidermal cells, similar to that in other 
rachosensitive tissue, is mediated by several possible mechanism Nuclear sub 
stance, as an illustration, is approximately 10-fold as radiosensitive a cytoplasm 
lhe formation of nucleic acids, particularly deoxyribonucleic acid, is adversely 
attected by exposure to x-rays This has been demonstrated in the attempted 
incorporation of C'!-labelled formate into the nucleic acid purines and pyramidine 
in chick embryos following irradiation with a sublethal dose of x-rays. An inhibition 
of approximately 50% was found for the incorporation of the formate into deoxy 
ribonucleic acid. That this effect as seen in vivo is not necessarily due to direct 
action of ionizing radiation on the affected structures but rather may also be medi 
ated by a humoral mechanism must be considered When Ahlstrom mMoculated 


two sarcomata into a rat and shielded one, while directly irradiating the other witl 


ravs, the turnover rate of nucleic acid in the protected sarcoma was found to be 
diminished as well as that in the unprotected sarcoma, although to a |e er extent 
\lso, transfused blood from a strongly irradiated animal decreased the turnover 
rate of deoxyribonucleic acid in a recipient nonirradiated animal, whereas a blood 


transfusion from a nonirradiated donor had a lesser etfeet. (On the other hand, it 


has been demonstrated that there 1s no visible clinical evidence of an indirect ettect 
of ionizing radiation seen on the contralateral side when roentgen therapy 1s admin 
istered to a unilateral field for treatment of inflammatory diseases of the evelid 

Vhis finding has been borne out in a general pattern for all acute inflammator 


diseases of the skin 


Similarly, there is a marked production of chromosomal aberrations following 
x-irradiation. It is interesting to note that mice exposed to an external source ot 
pure beta radiation, such as a radioactive phosphorus plaque, and killed immed 
ately after exposure already show clumping of nuclear chromatin in the basal laves 
of the epidermis, despite the fact that all other histologic detail is apparent! 
normal.'' The effect of tonizing radiation on chromosomal thstanec closel 
correlated with the oxygen tension within the irradiated structure lhis effect 
also holds true with a lowering of the temperature Similarly, the formation of 
hydrogen peroxide, in an irradiated aqueous solution, Il vary proportionate] 
with the oxygen concentration and will also decrease as the temperature of the 

t References 19 and 

Tavik, P. S., and Buckaloo, \W Nuelet Ven yithesi n N-Irradiated ¢ 
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irradiated medium is lowered. These findings have led to the belief that chromo 
omal damage in irradiated tissue is due, at least in part, to hydrogen peroxide 
polsoninyg 

Phe effect of increased oxygen tension in potentiating radioliologic ettects 1s 
remarkable in the light of certain clinical considerations. It was recognized long 
avo, on a purely empirical basis, that treating a neoplasm with diathermy prior to 
administering roentgen therapy had an additive effect, and we may now assume 
this to be due, perhaps, to the increased oxygen supply provided by the heat-induced 
hyperemia. Likewise, it is a well-recognized clinical observation that acute inflam 
matory processes respond more readily to smaller doses of x-radiation than do 


chronic inflammatory lesions, and, as the acuity of the process subsides, larger doses 


are necessary to produce desirable effects. This again may now be explained on 


the ba of the greater blood upply of an acutely inflamed lesion as compared to 
one of long duration 

lhe importance of the permeability of cellular membranes in metabolic activities 
within the cell is 1 known. The ettect of x-radiation on cell membrane permea 
bility has been the subject of investigation in recent years by several authors. ‘Ting 
and Zirkle “ found that after treatment with 33,000 r, human erythrocytes became 
permeable to the univalent ions of sodium and potassium but remained substantially 
impermeable to the divalent ion of magnesium. Hlevesy and Zerahn ** showed that 
irradiation with a dose of 30,000 r influenced the amount of P°* and K** (radio 
active phosphorus and potassium) migrating daily from yeast cells into a nutrient 
olution to a minor extent only. Lindemann “® examined irradiated erythrocytes 
under the electron microscope and observed a denaturation of the erythrocyte 
membrane. Tle felt that this phenomenon may be the result of a colloid chemical 
alteration under the influence of x-rays. Lindemann’s observations, however, have 
heen questioned by Graul,** who suggests that some of the findings may be art 
tact produced either by the beam of the electron mi roscope or in the processing 

erythrocyte 

Pigment-lorming Structures.— Inereased formation of melanin in postirradiated 
skin is a recognized climeal fact, and the mechanism of this phenomenon can now 
be theoretically explained on the basis ot knowledge ol radiobiologic changes In 
the human skin, tyrosine is the precursor of melanin, and the conversion of the 
former to the latter occurs in the presence of the enzyme tyrosinase and is catalyzed 
by copper lhe copper in the skin, however, is bound to sulfhydryl-group-con 
taining protems and is thus rendered powerless to catalyze the tyrosine-melanin 
reaction, (Under the influence of ionizing radiations, the copper-protein complex 
may be disturbed by oxidation of the sulfhydryl groups to disulfide linkage, thus 
freemy the copper to take part in the formation of melanin. This theory has been 
borne out to the pomt of demonstrating a marked, rapid decrease in the number 
of sulfhydryl groups in postirradiated skin as compared with nonirradiated con 
trol Phis mechanism must be distinguished from other reactions, such as. the 
“darkening phenome non’ and increased rate of oxidation with increased tempera 
ture, which may partially account for pigment production following exposure to 
nonmionizing ultraviolet radiation 

follicles. -\n certain experimental animals,’ x-irradiation will depigment 


eventually cause epilation if the dose is sufficiently high. This phenomenon 


RADIOBLOLOGI MECHANISMS IN THE Sli 


of x-ray-induced graying has been investigated thoroughly by Chase,'* and more 
recently has been utilized '® in certain radiobiologic studies. It has been observed 
that the dose of x-rays necessary to depigment hair will vary directly with the 
coarseness of the subject’s hair, being lowest in tine-furred animals such as_ the 
mouse and higher in coarser-haired subjects such as the guinea pig. Because ot 
the coarseness of human hair, the depigmenting dose usually far exceeds the 
epilation dose 

In those rare instances in which hair regrowth occurs after administration of 
a skin-damaging dose, the regrowth will usually be gray. We have recently had 
the opportunity to see a case in which 3,000 r were administered in divided doses 
to part of an eyebrow area in an intensely black-haired patient in treatment of a 
basal cell epithelioma. After the radiodermatitis had subsided, there occurred a 
patchy regrowth of pale gray hair which was sharply defined against the black 
background of the remainder of the eyebrow. Zeligman '® has made similar obsery 
ations in children epilated for treatment of tinea capitis 

The specific mechanism of radiation-induced depigmentation is unknown, 
although we may postulate that it is mediated through oxidation of some sulfhydryl 
containing enzyme. This concept was suggested by experiments with cysteine 
hydrochloride. When this substance was administered subcutaneously to mice 
prior to irradiation, the graying effect was notably inhibited.’* It has been recently 
demonstrated that local anoxia in mouse skin will increase the dosage of x-ray 
required to produce epilation two to threefold. 

There also appears to be a marked variation in radiosensitivity of the hais 
follicles correlated with the hair growth cycle. Hair growth in the black mouse, for 
example, occurs in well-defined growth periods (anagen-catagen phases) followed 
by a resting period (telogen phase). It has been established '! that epilation occur 
more readily in the stage of rapid growth than during that of latency, wherea 
graying 1s more readily induced during latency than during active growth phase 

Glands Phe radiohiolog mechanisms through which glandular secretions are 
altered 1s one of the many as yet unprobed problems ot dermatological interest 
Only recently, histochemical techniques have been developed to assay variou 
intracellular constituents, and it may be that the effect of 1tonizing radiations on the 


multitudinous intracellular metabolic systems m: he reflected indirectly im the 


quality and quantity of c llular secretions and excretion 


COMMI 


\\ hen all due consideration is given to the radiobiologic research which has been 
done, it becomes obvious that radiation effects are not simply due to a pro 
jectile striking a target. This has been most interestingly pointed out by Zirkle 


in the following manner: If a dose of 10.000 r is delivered to tissue, this wall 


correspond to about 840.000 erg (or 0.02 cal. or 4 1O electron. volt pel 


eram of soft cellular substance This dose will, of course, produce many drastic 


changes in the tissue, despite the fact that such a small amount of energy per unit 


mass delivered in the form of heat would have no deleterious eftect \n energy 
of approximately 32.5 electron volts is required to produce an ion pair in air, and 
if it is assumed that an equal amount of energy is required in the cell, then the 


1 ] 


dose ot 10,000) will produce }') on pur per vram the averayve 


| 
| 
|| 
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cell contains about 3 10°* molecules per gram, it is evident that only about one 
millionth of the molecules are activated! Thus the presence of some intermediary 
changes precipitated by an initial trigger-type reaction is necessarily postulated 

(Juite often, the magnitude of x-ray dosage employed in radiobiologic investiga 
tion Is so large as to be confusing to one accustomed to using more moderate dose 
levels for therapeutic purposes. [t must be remembered, however, that many of 
the living systems, such as yeasts and some fungi, utilized in radiobiologic experi 
ments are apparently refractory to smaller doses. This must not be construed, 
however, to mean that smaller doses are biologically ineffective. It has been 
demonstrated, for example, by lorssberg.“’ that a dose of 1 >< 10¢ r may affect 
cellular growth. The differences in dosage employed in various radiobiological 


Investigations must therefore be accepted prima facie in the present state of research 


Generally, however, it is apparent on the basis of present knowledge that certain 
basic mechanisms operate in producing all radiobiologic effects, the nature of which 
will depend on the physical, chemical, and biological characteristics of the target 


structure 
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Possibility of Systemic Toxic Effects 
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IXN’T years the question has been asked: Is it possible that systemic imjut 
al 


lomerulonephritis, the nephrotic syndrome,! periarteritis nodosa,’ toxic 


encephaliti and even death * could be sequels of poison ivy dermatitis or of the 


administration of an extract of this plant. It i 


, therefore, expedient that we review 
the evidence for and against these possibilities or suspicions 


It is an accepted fact that drugs may cause the nephrotic syndrome, The newer 


antiepileptic medications, trimethadione ® and paramethadione * must be added t 


the list of drugs causing the nephrotic syndrome 


In the American hterature since 1770, there are only a few reports of system 


poisoning by the Khus species of plants. for instance, Mr. Wilkes,* a student 


medicine from Tennessee who was curious to test the truth of the 


statements made 


y some writers on the materia medica—that Rhus toxicodendron produces its 


poisonous effects only when applied to the skin 


tried the experiment o 
a strong decoction of the plant. Ile boiled the vine, with its leaves 


a gill (118 cc.) o 


in contact with his person. It wa 


drinking 
drank about 
f the fluid, taking care while preparing it not to let the vine com 
taken after supper, and the next morning he 
found his face much swollen. The swelling continued to increase 


completely closed. In about 36 hours, the swelling and inflammation had di 


until his eves were 


peared. He slept nearly the whole time his eves were closed, showing the narcotic 


action ot the de« oction 


\nother early report is that of Dr. J. \W. Moorman * of Hardingsburg, Ky. [In 


1866, he reported two cases, communicated to him by a professional friend. ‘| wo 


children ate about | pt. (550 ce.) of the fruit of Rhus toxicodendron in a few hours 
Phey became delirious and stuporous, and in a short time vomiting commenced 
Phe vomiting at first consisted of the partially digested fruit, and this was followed 


by a thick, tenacious fluid, the color of red wine. Generalized convulsions then 


appeared, accompanied by delirium. The respiratory rate wa 


hurried, the pulse 
weak and rapid, and the pupils dilated 


ISmesis was induced, and a solution of 
sodium carbonate was freely administered. Both children recovered 


Read before the Seventy-Fourth Annual Meeting of the Amer | 


ciation, Inc., White Sulphur Springs, West Virginia, April 14, 1954 
* Reference and 


wal Dermatological A 


In 1867, Stokes '" reported a c: a | wl lrank tea made tron 
| 


Khus toxicodendron le became delirious veloped nervous 
| 


watery eves, and an intense burning sensation us stomach accompanied 
intolerable itching sensation as | ith a meas like rash and a Ing 
lle recovered 

Delirium, convulsions, and drowsine re conspicuous their absence u 
reports dealing with reactions tollowing vlactic or prophylactic use of 

Rhus toxicodendron is possible th he berries and the decoction prepares 
hy boiling the vines and aves contain a tbstance which ts apalle oO! causing thie 
dlisagre able reactions, and a fat solvent s has ether fails to remove that sub 
\ctually there is no proot that prolonge: p, convulsions, and net 
were due to this cause 

Years ago a death Was reported from Chester lei Vliddleton 
rather unusual cause the etfects of ivy Isonimny matient wa 
vears of age, who came in contact with the plant arly | Lies 
eemed to be profoundly affected b polsonimeg, and death result 
months of great suffering 


John Culbertson '! move Napa, Calif., from Da 


and was poisoned lle was advised to chew the leave 0 


died two days afterward from the poison 
John Culbertson had in all probablity a coronary occlusion or a cere 
rhage rather than death in two days from chewing ivy leay Contact derm 
from ivy ts self-limited and heals in approximately ty \ excepting 
severe widespread eruption, which may persist four to 
posure cannot be prevented. Since the dermatitis laste 
reported from Chester—intection, overtreatment dermatith 
matitis apparently complicated the eruption. Death, theretore 
to other factor \ secondary infection could have resulted 
Postmortem: examinations were not Wo contro 
real cause of death will always be in doubt 
\ccording to MeNau an examination severe bed case 
titis Showed that 32, ; vere negative with respect to 
34.6%, were positive but the report on the positive cast re\ 
faint trace of albumin. One patient having albuminuria rece 
imultaneously 
owenburg,’ in 1947, recorded the case of poisoning from a so-called over 
of the tincture of Rhus toxicodendron in a boy, aged 11. Tle developed a temy 
ture of 109.2 I°., gastritis, and damage to the central nervous system. Recover 
eventually complete 
This young man had been taking Rhus toxicodendron for \ veel iter 
his recovery, he volunteered the information that he would forget from time to time 
to take the drops for a few day When the drops were resumed, he would add 
drops for the days missed to the succeeding d Phe |: dose-—taken the day 
before his illness—was about 57 drop : ). The maximum according 
to Lowenburg, recorded on the manufacturer's label for adults was 5 drops three 


1 


times a day ina half glass of water. The patient used only a | amount oj 


in order to get it over with quickly Phere had been an interval of 10 day 


k Hil { (/] vi iv ( 
the plant. did so and 
hout 
427 : 
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taking the drops. [he dose was stepped up by the patient from 45 to 55, 56, and 57 
drops on successive days just prior to his admission. |owenburg believed that he 
had hemorrhagic encephalitis, and the encephalitic condition was associated with 
intoxication from Rhus toxicodendron. All other possible etiologic factors were 
eliminated, |lowenburg states, and knowing the boy’s extreme sensitivity, he could 
not help being convinced that the drug was the sole cause of the remarkable episode 

\ neurologist with special interest in convulsive disorders was asked to study 


this case report and give his opinion of the possible relationship of the tincture t 


the illne remarks, in summary were 

It ignificant that at about the age {7 veai this patient had medical attention because ot 
enure ind a bilateral congenital ureteral stricture which accounted for a few systemic ill 
effects. He wa mia tature and had a speech defect hese item uggest that there was 
i i ficant nental or other detect in the net ysten 

1 April 25, 1946, the boy had a bacilluria; then on May 4, he was admitted to the hospital 

t fever of 105 J \t this time there was evidence of disease involving the left chest. He 
followed a septic course, and sulfa drug vere given. A convulsion apparently occurred the next 
Mi: 

Lhe neurologic stat vas reported on May 9, 1946, and the neurologic interpretation of the 
finiclinis it that tine ( rrect as far as the gue is to the localization of the lesion is con 
erned, The expression emorrhagic encephalitis” has come to mean a nonspecific reaction i 
the nervou tem that may complicate a febrile illness, specific infections with virus organism 
bacteria r deficiency tatus (Wernick encephalopathy ) 

Phere is also aq ibility of hemorrhage in the mesencephahe reticular formation during on 
oft inly convu pontaneous clearing without sequelae could have occurred. Wernicke 
ence tlopat can ce e same thing. Also if he only had a suppression of function in this area 

wo ob hecause of septicemia and fever, this also could clear 


It therefore appears that proof that this boy’s condition was due to poison ivy 
extract is lacking. It is likely that the seizures were of the so-called febrile convul 
ion This amples that he had a lowered convulsive threshold, and the febrile ill 
re Was enough to precipitate a seizure owing perhaps to a congenital or acquired 
detect of the nervou vstem 


No mention was made in the case history of the subsequent status of the boy’s 
mental development and possible subsequent seizures. Such information would have 
heen helpful in making a more definite decision about the probability of a congenital 
ot acquired defect in the brain 

Kyvtanad reported seven cases in which renal complications appeared as poison 
oak dermatitis was healing. In one patient, fatal anuria with severe renal tubular 
degeneration developed. The nephrotic syndrome was prominent in four others ; 
pure lipoid nephrosis seemed a likely diagnosis in three of these patients, chronic 
vglomerulonepliritis one. In two additional cases with suspected probable 
streptococeic infection, the syndromes resembled the onset of glomerulonephritis ; 
there was considereble tubular degeneration in one of them. Renal complications 
became obvious in three days to two months after onset of the dermatitis, usually in 
one to four weeks. In three patients manifestations of renal disease were coincident 
with the period of recovery from the dermatitis. Renal complication following poisot 
oak dermatitis may be explained on the basis that (1) broken skin could serve as 


a port of entry for infection; (2) the agent provoking the dermatitis 1s one which 


| 
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causes sensitization. The factor of infection was probably important in production 
of two cases of streptococcic infection; sensitization probably 


acco inted 
other five 


\lovitt reported one case ol possible periarteritis nodosa or at least 


clomerulo 
nephritis in association with the dermatitis of poison oak 


\lthough conclusive 
irrefutable proot of the cause-and-etfect re lationship between the allergen of 


and 


potson 
oak on the one hand and periarteritis nodosa on the other 1 


presented which strong] uggests this possibility, particularly im vie 
known sensitizing property of poison oak The diagnosis of periarteritis nov 
was established only on by Movitt. Pathologreal confirmation 
lacking were reported howing 
Ihe patient had ori 


Streptococel 


vere isolated trom an al ul 


| unstord, and Allington 
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disease was due to sensitivity to Rhus to icodendror lhe renal disease ino both 
Cast Was an acute rapidly advance proce rather than a chronic devenerative 
one as by the fulminating clinical sigt ith concomitant labor 
chang In the fatal case, the eruption was noted to consist of purluent bullae on . 
the feet and a follicular pustular dermiatit on the trim hye mictertolooie culture 
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ulase test \utop y Wa muted to the kidne © 
In thre Case reported ) Rvtand ina Shatter ve do not wleve that the po 
bility of pyoder ha been cluded tis a Calis the ease Necroy 
was not done in Rytand’s one fatal case and was done only on the kidne oO 
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alt, ore Cause if det tit 
are USION, troke hich 
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presenter 
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ivy extract six week 
xaminations were all 
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Was 
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Southwestern 


rabbits 


: 
hand on of lobinol, as it has Zi when 
Khu ina rabbit, bic 
centimeters of poisonous sap mixed with icf! 
per os into a rabbit weighing 3,171 gm \ test for albumin 1 
to lye 1) tive oar hour alter t 
1897, by the introduction of 
albuminuri: 
autopsies revealed no cause 
vhether or not 
here need lor a 
o 
\ledical S« 
4 
ed 
Ka Dee. 1, 1953, Rabbit A was 125 eam 
; Lederle oncentrated ivy extract, 250 mg. per eee 257, | iv: 
nours later the rabbit appeared normal, The next ee yal 
been dead approximately four to eight hour 
‘. emorrhage as noted in the lung The kidneys 
a f rte emed dark. The bladder was filled 
Mict opie study of the kidneys revealed EEE ormality in t 
nly postmortem change 
: Wa it 
ivy extract 
Wat 
ind microscopi 
60 mye. per kilogram weight 9, daily 
24-hour specimens of urine were autopsy 
Wil 
Rabhit 1 Rabbit 1) was given 75 me. per kilogram n iv 
% extract intravenously on Jan. 12, 1954. The following day = Pe ss and 
microscopic examination of the ki of this cor 
entrated extract 1s apparently ju 
Rabbit | On Jan. 18, 19 ilogran cen 
trated poison ivy extract int Ni 
abnormalities in the urinalyse and 
4 the microscopic studies on the 
| Ni 
: ame was done, and 
1) was detected.§ 
= 
VV myections 
130) 


olowimg uncomplhe 


myection 


e Shelmure 
was No. 20 
Irritation ich Vol ny a minimum ol 
Q chlution ot potson ivy 
ra period ot 
H. L, Grahant] he Van) al tort as been preparins 


act for contact testing and plant oils for | treatment since 


stated that he has never received a complaint or report of nephriti 


| for oral hyposensitization. lor 


been done during thi healing phase of all sey 

spread exat les ol vy dermatiti In all, approximately 25 patients, urimaly 
has been normal 

Chemically, the dermatitis-producing traction of poison tvs and other related 
plants is a phenolic compound Phenol is capable of being absorbed trom. the 
kin in) topical remedies and in the proper concentrations can produce kidney 
damag¢ In a study on the exeretion of poison ivy extri from the body, Dr. 
Shelmire, who is not allergic to poison ivy, ingested oz. (30 ce.) of a 1: 100 


ict 


harmitul ettects were ¢ <perienced 


I’xperimentally, Dr. Shel aL) is nurse the largest single dose and prob 
ably the largest quantity ever consumed in the brief period of two and a half months 
She took at intervals of three day ) lowing number of c: 

15 drops of a 1: 25 dilution # of potson ivy 7 
15, 20: 22. 25, So, 50, and 55 


Phe only symptoms ot intolerance | during the entire period were 


transient pruritus ant, rmographism, a mild tox erythema whicl appeared about 


the middle ot the treatment stage and lisany | wontaneously after a few day 
| 


althoug] was not interrupted. During the two and a hali month 


6870 drops approxi ate ly OZ cé..) ] Z ilution the oleore in 
vas Invested \ routine urimalysi 1 complete blood 1] mt. and blood pressure 


readings were all normal \ positive pat test AY n was. elicited 


ensitive person with the nurse’ blood and urine atter the 

Without doubt, the dose of 55 capsules represented the lars ingle cle 
Ivy ¢ act ever taken and the 6,870 drops——or ¢ the greatest quantity 
taken ina pt riod of two and a halt months, yet there were no Miptor Is ol 
damage \ thre portant viscera Since Ni highly allers 
poison ivy, and still 1s, having experienced ivy atiti numerous Occasion 


great doubt ast the theor that poison ract capable of 


il commit 
quantitative 


extracts 


Lhe toremost authority on potson dermatitis, [1 Bedtord Shelmure ha 
never observed an eriou temic reactions dermatitt 
venenata due to poison ivy or from oral therapy or Mi/'//!s of extract trom the e5 
plant in his wide experience ith plant dermatiti nd ft ivine plant oils orally 4 
| 
h po 
experin 
cle velope 
] 
corn oil 
any system 
causing 
Personal communication to the author 
q Per nication to the author 
# By kin tests, the extract used 17 to 600° time tron i tila i 
* Shelmire, B.: Persona mmunication to the aut \ 
$4] 
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nephritis or the nephrotic syndrome on a sensitization basis. ‘The skeptic may reason 


that serious systemic toxic effects due to ivy dermatitis or the plant extracts occur 


only, say, “once in a million times.” If that belief were correct, there should be 


more ¢ xample noted than have been reported or experienced 


\RY ONCI ION 


review of reports of serious reactions from Rhus toxicodendron is made and 


evaluated in the light of ou present knowledge Concentrated poison ivy extract 


Is non-nephrotoxic for the rabbit. Two rabbits w given a lethal dose and four 


rabbits a near-lethal d ba 25% concentration of poison extract (Lederle’s ) 
imtravenously method is a severe te 4 oa drug or chemiucal’s capacity to 


cause acute renal damage Kidney damage wa conspicuous by its absence Daily 


24-hour specimens of urine were normal for 16 days alter the injection Lhe 


animal then killed, and a y ot the kidney revealed no damage Irom 


the extract. Our finding of an absence of a nephrotoxic effect in rabbits is contrary 


to earher reports by MeNair and Pfatt, who reported Rhus albuminuria in rabbits 


viven an extract of Rhus toxicodendron per o Phere is insufficient and Inadequate 


evidence that Rhus dermatitis or extract administered to ivy-sensitive person 
In systemue imyur (observation of patients given oral extracts of poison 


hyposensitization failed to reveal yimptoms of renal irritation or sVinptoms 
to temue Urinalyses on patients with severe wide prea 


dermatitis hea all been normal 
17 
1\ sitive nurse wi given experimentally 


ingle oral dose ot IvV extract ever taken anc 


quantity consumed oO briet a time, without syinptoms of immediate 

ic damage o1 \ ensitization or harm Secondar\ 

rarely compl hould be anticipated, and pecitic therapy 
tarted as soon as t infection 1s detected Perhaps infection and not 


dermatitis accounts for the rare occurrence of kidney disease seen in association 


his common dermatiti 


ubject is open, however, and there is a need for further investigation and 


pra tice 
tinct entity 


ot dermatiti 


type, 
may he 
Infection | lon’t remember 
er internal may he 
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on may be a Iittl 
ditterent | don’t remember having seen any disturbances 
of intern: val her tl ich a ommonly kn ill | 


of us. We 


flare-up een 
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ABSTRACT OF DISC 
De. Kine, Cincinnati: [ suppose there are times when all of u «at rit 
: the | ible systemic effect 1 cutaneous disease. In a bu one ot the easiest error 
that ill befall | il l kin i CDpal ite ind di 
I ¢ have all been amazed by the extensive case that shi little 
: in the way of systemic reaction. While I have made no stud { tl ibject—not even a Statistica 
evaluation -it 1s 1 general clinical impression that sv tensis 
lermiatity yvenenat VV al iln \ | ane 
' this wal iry, depending the amount of secondary iVing 
ey een a case wit nvolvement of the kidney r any a i 
: isolated cases, but certainly they must be exceedingly rare In this regard, | woul to apr 
with Templeton a vorker hon their studs 106 colleg tudents with severe dern 
titis venenata trom poron wy wherein no systemic reactions were observed 
rea 


OXICODENDRON 


attempt 


RS 
tions at the site of the injection; we have seen pruritus am and disturbances of the oral muce ; 
from the ingestion of ivy oil, but | don’t ever remember iving seen kidney dan ize trom thi 
cause. Animals, particularly sheep, often eat Rhus toxicodendron, with apparently no all effeets 
MeNan in his bool is an entire chapter devoted to the systemic effect f Rhus tox 
lendron, All of these cases, however ere from the ingestion of the berri r leave { the ; 
plant. He deseribes in great detail the symptoms trom the start to thei mplete rece ! i 4 
person “poisoned” by ivy. Also in his book are many case histori { ch reaction meludia 
ome involvement of internal organs and even several deaths. His review of the literatur 
until 1923, when the bool is written, goes back to the early 19th century. There may be doubt : 
ithout most of the deat i hee vell pointe t the pape nder discussi In ot 
rds, they may ive beer ed | ( ndary mtectior I neamitant t tor ther than t : 
produced bv the t ihstane in the poisor The imntection | the kidn 
has so well been pointed out by Callawa ind -worker ; 
In recent veat rticularly in the emical literature, there ive be number of pa 
tbout urushiol. Thi the name given to the toxic substance in Rl toxicodendror \ great 
eal | been dot n regard t ts chemistry Ver milat mica ibstane ire | nt 
in both the naturall ecurring a yuthety icquel i vell as t IX 1 int 
It is hoped that much more experimental rk can be done in t t ) mat ist 
ising ft pure! emical Dermat enenata a \ t ter ict : 
he rest ied using the urusl | ne thre ire availabl 
From the rk of Howell ane ciate A 
must be exce nely rare if the ta Int il ingest rout bstancs 
apparently are not nephrotoxt nd t len of proot the ttribut t 
systemic reactions to then It certa field for turther dermat tigatior \ 
hould be very grateful to Dr. H ociates timiulat to t { 
thle « miphieatior 
I) J AMI ( Butta an are it thie t 1 
is that current methods used in attempts to de itize hyposensitize meadivi eptible : 
to dermatitis from the Rhus group of plant i procedure not il to produce ul tem : 
damage to our patient 
Dermatit venenata ‘ 1 1 dendr i 1 1 : 
country, and we see mat Cas t cacl WME! | irrent off tice litt ttent 
is paid to the possible systemic effects of this disease. A few se : 
talized eacl cal ere complete cal and laborator imiiniat ! 1 
recall a ingle instance ! griificant te 1 lamage iene thie int 
vould expect it, 1f such damage were prone t ceur, One not ints 
ot part f the type commonl een ith at re dermatit but t t heat lama 
to internal structure 
In discussing vat nternal plications report t riatit 
the authors casually mentioned the tv ot ter ! 1 t ’ 
given for the ivy dermatitis rather than from the antigen itself. I believe t t i 
further consideration Phe numb f medication t 
\s early as 1923, McNair raph listed se pag r 
employed for the relief of 1 dermatit When we remember that i . 
acid all may be ily rbhed trot t kit irticula t i 
dissolution a curs dermatit that these t 
can readily imagu n at f t ree ma ft 
to internal structure eret re reporter being due t Vy pe 1 t 
brought to my mind. sine ecentl id a case of | ning | 
phenolated calamine lotion on a patient with extensive 1 ermiatit ; 
As regards commercial extract \ intive I an ire n t f A 
signs and sympton f poison iv ermiatiti owing the inject ntiger 
in al Bm to alleviate t en the irse of 1 ea \ e | ive mia 
mstances Of ageravati 1] \ itit iree | i eve en at tance 


is convinced that such a procedure duced benefit to the patient although I have 
not Hse mage t internal gal lortunat t type I treatment seen t be I 
1 1 1 beer i! the ist 
| ther ive mentioned anin nd human experiments with ivy antigens and noted no 
evere t c ¢ ig either from their administration. In my opinion, the best proof that ivy 
ntige ‘ t duce severe temic intoxication lies in the clinical observation of hundred 
f patient e taken 1 intigen pr actica by one meat nother. My experience 
efi ted to the ral adn trat 1 the tigen given i idua creasing dose 
al itter tt | tize cert ( ptil pe 1 particulal those ire ceptible 
to ‘ ccupat iu em contact the plant Lhe on reactiol ive 
observee the patients have been dermatologica namely, der itis of the finge ol 
else ere om carele contact with the antigen, pruritus ani, or transient generalized erythema 
i est plications may be avoided by proper handling and management of dosage 
ill ment t the aut that the judiciou 1s¢ ! il extract 1 intige 
not iva t in er to ir patient 
le. by ( \. Evnis, Baltimore In 1942 to 1943 (J. Allergy 14:557-563 [Nov.] 1943) 
en the attempt to desensitize with poison ivy antigen tablets was popular, | attempted to take 


0.5 me. of the antigen and developed pruritus ani and a generalized toxic eruption. In spite of thi 


| is able to build up my resistance and to take 600 mg. daily of the antigen (in the dry form) 
ithout ar difficult According to my figures, the maximum dose taken by Dr. Howell’s 
patient n the average Wa 150 mye. a day In mv case vith 600 me. a day, there were no 
ystemu mpton vhatsoever, and repeated urine examinations and other tests have all been 
nevalive 
Phe important lesson from our experiment was that even with this dose, over a period ot 
months, we did not cause temporary or permanent desensitization; in fact, I still give a positive 
reaction to a patch test with a 1 to 100 extract that lasts for several week Iwo years after 
the original experiment, when I took a 25 mg. tablet, [| again de veloped generalized itching 


and pruritus am These were the original tablets, and they may have deteriorated somewhat 


De. Arruur C. Curtis, Ann Arbor, Mich I enjoyed Dr. Howell’s paper immensely, and 


] can assure you that in rabbits and one nurse, he has convinced me that Rhus toxicodendron 


is not a nephrotoxic substance 
| am familiar with the work of Rytand and Lowenburg and Shaffer, which the authors 
ave cited. Their reports on the development of periarteritis nodosa, poisoning, and glomerular 


nephritis are not well sub tantiated. In those instances in which periarteritis nodosa occurred 
a drug used in the treatment of the skin infection might have caused the disease Certainly 


i bacterial infection of the skin in the patients who have ivy dermatitis can be the etiologic factor 


of the nephritis that follows (Callaway, J. L., and O’Rear, H. B.: Pyogenic Infections of Skit 
Ftiologic Factor in Acute Glomerulonephriti f Children, A. M. A. Arcu. DeErMAT. & SyPH 
64:159 [A | 1951) 

Dr. Marion B ULZBERGER, New York I am grateful to Dr. Howell, and I also want 
to commend the discussers of this paper on what they have said. | think this 1s an important 
ubject, and I should like particularly to emphasize Dr. Jordon’s remarks concerning the 
exacerbations of active cases of poison ivy following the injections of the generally available 
purchasable specific extracts, when these are given therapeutically while lesions are present 
kor the flaring up of quiescent lestot and even the reactivation of old lesions which are ne 

nger visible—occu o regularly following these injections and the therapeutic effectivene 
ff these treatments is so questionable that I think it is a procedure that should be condemned 
ith thane ( 

Regarding the main thesis of Dr. Howell’s paper, we have examined the urines and blood 
pressures and done other simple clinical tests for kidney function on our patients with severe 
poison ivy dermatitis ever since the question of possible kidney damage has been bruited about 
Just like Dr. Howell, we have not discovered in any of our cases any such kidney damage that 
could be attributed to the dermatitis 

Dr. J. B. Howext, Dallas, Texas: I would like to thank Drs. Kile, Jordon, Ellis, Sulzberger 
ind Curtis for their discussion 
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lermatitis Med. 3:54: ) 1948 


Periartert 
6: 319 (May 


ning Lue et ‘ hu | xicodends 


Phe rabbit is the usual laborat used by t irmacologist rth Valuation 
t acute nephrotox} roperti in i my. bacitracin, and othe: Sir 
the rabbits were not allers \ nerha ncapable of being d 
Cal tat nly that lethal and near-lethal « es I ncentrated \ t t ! t vel | 
1; ve a nephrot 
In ans to Dr. Kile question, | woul a mi not attempt t termine the cause ot 
eath in the two rabbits that we killed, and 1 thologist examined only the kidneys. MeNait 
tated that he was unable t etermine the iu {f death in t rabbits that died after hi : 
experimental administration i k ap) im at ily ispension pet 
It was a great d i] ntment to us that w failed t ensitize og ind r guinea pig : 
experimentally to potson ivy lor three mont] one ur techmiciat ipphed a very 
centrated acetone dilutio1 1 | on ivv extract furnished us by the Giraham Laboratories to a 
large area ot the right side ot x young gs trom three t even times weel We oped t 
ensitize the hogs and then to give a sizable quantity of poison ivy extract (Lederle) intravenously 
to the animals. After a period of a few weel to allow for a possible incubation period of 
sensitization of the kidney ve planned to kill the anima ind study the kidne istologicall 
for evidence of nephritis on an allergic bast We realize, therefore, that there is tl missing 
link of information on the subject ; 
We believe, hovmmyr, that the experiment { Shelmire and the experience i dermatologist i 
throughout the iM point to the fact that uncomplicated ivy dermatitis and the administratior ‘ 
of extracts of the plant are not followed by temic injury 
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HISTOPATHOLOGIC CORRELATION OF LESIONS OF PAPULAR URTICARIA 
AND POSITIVE SKIN TEST REACTIONS TO INSECT ANTIGENS 


BERTRAM SHAFFER, M.D 
COLEMAN JACOBSON, M.D 
AND 


HERMAN BEERMAN, 
PHILADELPHIA 


A SUBSTANTIAL body of evidence indicates that many cases ot papular 
urticaria are related to insect bite sensitivity.* This opimion is based, in part, 
on the fact that the patients with papular urticaria give positive delayed (tuberculin 


type) skin test reactions to the intradermal injection of insect antigen. (Figs. 1, 2 


ind 3) 


In an effort to determine the validity of this etiologic concept, we have examined 


a number of lesions of papular urticaria histologically and have compared these find 


Ings with those of positive urticarial and delaved tuberculin-type skin reactions t 


Insect antigen, and with ordinary insect bites. These studies have shown a striking 


similarity of such lesions 
METILOD PUDY 


Patients with papular urticaria were given intracutaneous imyections of mi 


quito (Culex pipiens) flea, (Ctenocephalides felis), and bedbug (Cimex lectulartus ) 


antigels Phese antigens were prepared after the method of Cherney and co-work 


ers O.1 ce. of 1: 5,000 solution of each antigen was injected intradermally into 
) 


the skin of the upper extremity, he iding were made at 30 minute and a IS to 7 


hours. As a control, 0.15% phenol in saline solution was also injected 
1, 


Phe following specimens were examined histologically 


(urticarial) lesion from 
(papular) lestor 
immediate (urticaria 
irticaria 


(tuberculin type 


\dapted trom a paper \cademy of Dermatol 


( hicago, Dec 9, 195 


rom the Universit partmet 


and Graduate School o 


* References 1 to 13 


t 
1. One papular urticaria 
2, Four ipular urticaria 
3. Two ute reactiol to insect antig (flea take 
patients wit! 
4 Fight delayed M48 to 72 hou reactions to insect antigen (five mosquite 
two Cimex, one flea) taken from patient ith papular urticaria 
5. Two ordinary insect bites in “normal ihjects. These bites were of several irs’ durations ‘ 
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Phe maim histologic findings in most of these lesions showed a moderate to heavy 
periva cular and peniappendiceal infiltrate (chiefly about the sweat glands ) consist 
Ing Ol lympl ocyte and large numbers of eosinophiles In some instance neutr 


philes were also found, The infiltrate was disposed chiefly in the middle and lower 
thirds of the corium and in many instances involved the panniculus itselt Phere 
were variations in acuteness and destructiveness of the process, as indicated in several 


edema dilatation thie blood vessels and focal necre biosis 11 the owe? 


third of the corin 


big. 1 \. G., aged 4, showing numerous ig. 2—Numerous papular, crusted and ex 
ts papular lesions of papular urticaria, some of — coriated lesions on the knees and thigl iP 
: Which are excoriated. The distribution on. the D., a Negro child, aged 2 years 
exposed surfaces is typical. (Black and white 
print from a kodochrome by Dr. Jack Weiner.) 
Phe changes in the epidermis appeared to be merely incidental and, in general, 
varied trom normal findings to mild acanthosis with slight to moderate parakeratosis 
Qn oceaston, edema and superficial ulceration with crusting was found 


In general, the immediate 30-minute reaction tests to insect antigen, the tru 
insect bites, and the early leston of papular urticaria had more in common histologs 
cally, while the delaved (48 to 72 hour) test reactions resembled more closely the 
papular lesions of papular urticaria 


In the first group, interstitial edema, sparse to moderate infiltrate, and predomi 


nance of eosinophiles were the features that dominated the histologs 


picture 
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the second group, the changes in the c 
delayed skin reactions and the inflammatory papul lesions ot 
were featured by the denseness and extensiveness of the infiltrate and the conspi 


t 


presence of eosinophiles edema Was apt oO be pre sent, but a 


necrobiosis in the corium seemed to replace this feature On the other hand 


involuting papular lesions of papular urticaria were marked by relative spat 


infiltrate and absence of eosinophiles, the cellular collections im these cast 


comprised solely ot Ivn Ihocytes 
| 
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pointed out that we are not dealing with those chronic reactions simulating granu 
lomas and lymphoblastomas described by Ash and Spitz,'® Allen,'*? and Winer and 
Strakosch 

In previous studies 7 we attempted to show that most cases of papular urticaria 
were associated with sensitization to insect bites of the tuberculin type and we pro 
posed a dynamic explanation of the allergic mechanism involved.’ It seemed that 
papular urticaria represented the earliest (i. e., the tuberculin) allergic phase in the 
development cycle of insect allergy. In the average person this stage is transient 
and unimportant, but in the patient with papular urticaria this tuberculin phase is 


prolonged and intense, and only after several years does the kind of desensitization 


develop that leads subsequently to the appearance of the urticarial phase ordinarily 
identified with the clinical picture of insect bites. 

\ therapeutic regimen aimed at eliminating insects resulted in the prompt eradi 
cation of the disease in the great majority of cases and has in the last several years 
yreatly reduced papular urticaria as a chronic problem in our clinics. This treatment 
consisted of the use of 5% chlorophenothane (D. D. T.) dusting powder topically, 
the spraying of the household with a solution of chlorophenothane in a kerosene base, 
ind also the elimination of contacts with cats and dogs infested with fleas 

Recently Rook and Frain-Bell ' have confirmed our therapeutic findings and on 
the basis of the fundamental work of Mellanby have supported our concept of the 
pathogenesis of this disease 

In previous publications we had pointed out that papular urticaria (lichen 
urticatus) is a clinical syndrome consisting of numerous closely set wheals and 
papules. In our experience the papules rather than the urticarial lesions always 


dominate the clinical picture. The lesions are disposed mainly on the exposed por- 


tions of the body. The eruption occurs chiefly in children between the ages of 2 
and 7 years. Its incidence is highest among patients of the lower economic strata 
and it develops most frequently in the hot weather months. Because the eruption 


gives rise to excruciating pruritus, the lesions are frequently excoriated and. sec 
ondarily impetiginized 


Criticism had been leveled against the insect etiology of papular urticaria, 
particularly in regard to diagnosis.'”) [t was claimed that all cases of “papular 
urticaria” responding to an anti-insect regime are not in reality papular urticaria but 
merely insect bites that look like papular urticaria. This seems to us to be begging 
the question. It is like saying that all cases of urticaria are urticaria except those that 
are caused by pemeillin. The differential diagnosis of papular urticaria is an easy 
one: in the majority of cases the disease is unmistakable, and its identity 1s easily 
made by an experienced dermatologist, particularly if he works in a large children’s 
clinic in the poorer section of a large city. [Tf one carefully follows the description ot 
Bateman’ who originally described this disease, and diagnoses only those cases as 
papular urticaria that conform to his deseription, we do not feel that one will be 
disappointed in his therapeutic results, if properly and carefully applied against 
Insects 
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SUMMARY AND CONCLUSIONS 


Lesions from patients with papular urticaria, positive skin test reactions 1 
mosquito, bedbug and flea antigens in patients with papular urticaria, and ordinary 
Insect bites were examined histologically 

The early or urticarial type lesion of papular urticaria, the early or urticarial type 
skin test response to the intradermal injection of insect antigen, and the ordinary 
insect bite presented many features in common, namely, the presence of edema and 
a dense perivascular and periappendiceal infiltrate in the middle and the lower thirds 
of the corium consisting mainly of lymphocytes and eosinophiles 

The late or papular lesions of papular urticaria appeared to fall into two groups 
1. Those of the inflammatory variety resembled histologically very closely the late 
or tuberculin type reaction to the intradermal injection of insect antigen in that there 
was a dense perivascular and periappendiceal infiltrate of lymphocytes and 
eosinophiles in the middle and lower two-thirds of the corium. Here, however 
edema was not apt to be present but in its place focal necrobiosis was found at times 
2. The subsiding noninflammatory late papular lesions of papular urticaria showed 
also a perivascular and periappendiceal infiltrate in the middle and lower two-third 
of the corium. but in this case the infiltrate was apt to be sparse and to consist almost 
solely of lymphocytes. In the case of all late papular lesions of papular urticaria the 
epidermal changes consisted of moderate acanthosis and hyperkeratosis with an 
occasional specimen showing ulceration and crusting 

We feel that these histologic findings add some support to the concept that papular 


urticaria is often an allergic disease induced by the bites of insect 
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RELATIONSHIP BETWEEN RITTER’S AND LEINER’S DISEASES 


HAROLD N. COLE Jr, MD 


RICHARD G. HODGES, M.D 
AND 


FRANCIS F. SILVER, M.D 
CLEVELAND 


i ROPIEAN authors tavor the concept that Ritter’s and Leimer disease are 
4 separate and distinct entities, whereas many .\merican authors have expre ed 
the opinion that the latter is simply a variant of the former condition 

In 1878, von Rittershain ' described an extoliative disease of the skin in nursing 
infants which commenced as a single, red, exfoliating plaque, which usually would 
appear over the lower half of the face. This primary lesion would then spread 
rapidly until the entire skin surface was involved. Often this would include the 
conjunctivae and mucous membranes of the mouth and nose as well. In addition 
to the exfoliation, vesicles and bullae would appear. Beneath the exfoliating por 
tion, the surface was generally moist, weeping and crusted, although im some 


instances it was dry, red, and brawny in character. A positive Nikolsky sign could 


invariably be elicited early in the course of the disease. As a rule, the condition 


1 


appeared between the second and fifth weeks of life. The mortality rate was 90% 

In 1907, Carl Leiner,? of Vienna, described a series of cases of generalized extol 
ative dermatitis occurring in newborn and older infants which often’ terminated 
fatally, particularly in those who had been breast fed 

It usually appeared first on the scalp and face, and for a period would simulate 
an infantile or seborrheic eczema. In other instances, it would develop first on 
the buttocks and gluteal folds as a dry, reddened, infiltrated, cde quaimating ¢ a 
The desquamation varied from. fine ales to large dry flakes or even a 
seborrheic variety 

Phere was considerable variation as to the extent of infiltration in the 
Whereas the erythroderma was generally of the dry type, the moist variety 
sometimes supervene In the whole integument would 
involved within a few day In others, 1 ' would elapse before the 
hecame universal 

Sano‘ has pointed out that in Leiner’s disease, the skin is inflamed but 


} 


ulcerated. ind that seborrhea ot the calp is characteristic 
is absent 

Read before the 


ion, Inc., White 


Departn 


f Medi 


\lso, 1g) 
rican Dermat nical A 
ciation, 7! Wphur Springs, W. Va., April 14, 1954 
Irom the of Dermat gy and Syphilolog ind of Pediati t. Luke H 
pital, and from the Department of Dermatolog Vest | 
School and University Hospital 
142 


IRCHIVES OF DERMATOLOGY IND SYPHILOLOG) 


PATHOLOGY 


Weidman and Gilman” stress the following changes in a study of two cases ot 
Ktitter’s disease 

Skin-—-hypoplasia of the epidermis; parakeratosis and acanthosis m some areas 
and complete separation of the epidermis in others; capillary dilatation, particularly 
in the subpapillary portion of the corium. Many capillaries were observed in one 
case to be filled with thrombi consisting of fibrin and clumps of bacteria (stapliylo 
cocel). The authors were impressed by the paucity of inflammatory infiltrate 

Thymus-—-hyperplasia in one case 

Heart-——cloudy swelling; hyperplasia of connective tissue fibers 

Lungs—passive congestion. 

Liver chronic passive congestion 

Stomach —local subacute ulceration 

Kidneys——cloudy swelling 

\drenals—lipoid) hypoplasia 

Pancreas, colon, spleen, mesenteric lymph nodes—dittuse fibrosis \bundant 
deposits of hemosiderin were observed in the lungs, liver, and spleen im conjun 
tion with the passive congestion. There was hypoplasia of Ivmphoid tissue in 
general 

Phere are marked discrepancies as to the histopathology of the skin. .\ case 
with a positive Nikolsky sign may show marked inflammatory cell infiltration im the 
skin, although these inflammatory cells are presumably not characteristic of Ritter’s 
disease.* In Leiner’s disease, in which the cellular infiltrate should be abundant, 
it may be so scanty as to be almost negligible. 

\ characteristic of Ritter’s disease is said to be separation of the stratum 
granulosum.4 

In Leiner’s disease, acute congestion associated with catarrhal changes in the 
Intestinal mucosa is a consistent finding 

Cases of Ritter’s disease reported by Lee and colleagues,'' and Widerman, 
showed essentially the same features anatomically and histologically as deseribed 
by Weidman and Calman 

Skin cultures were positive for hemolytic Staphylococcus aureus im. three ol 
lLee’s cases, and two of four cases in which autopsy was done showed fatty degenera 
tion of the liver 

In addition to the material from Weidman and Gilman’s cases, the opportunity 
has been afforded us to study histologic sections of the skin, from two cases of 
Ritter’s disease in white infants, 7 and 17 days of age, by Dr. Wolf \W. Zuelzer, 
Pathologi t and Director of Laboratories, Children’s I lospital ol Michigan Detroit 

Parakeratosis, areas of separation of the stratum corneum from the stratum 
malpighii, and areas of separation of the epidermis within the prickle cell layer 
itself were observed. Capillary dilatation, particularly in the subpapillary portion 
of the corium, was a common feature, much more pronounced In one case than 

* References 6 and 7 


8, 9, and 10 


t Reference 
* Zuelzer, W. W Personal communication to the authors 
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hig. 2.—Ritter’s disease. Note hypoplasia of epidermis and point of complete separation of 


epidermis, capillary dilatation, and almost complete absence of inflammatory infiltrate; 10 
(Courtesy of Dr. Wolf W. Zuelzer, Department of Pathology, Children’s Hospital of Michigan, 
Detroit. ) 

“ 


hig. 3.—Ritter’s disease. Note separation of stratum corneum, capillary dilatation, and paucity 
of inflammatory infiltrate. (Courtesy of Dr. Wolf W. Zuelzer, Department of Pathology, Chil- 
dren’s Hospital of Michigan, Detroit. ) 
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RITTER’S AND LEINER'S [SES 


no time was she feverish. Her pi and family history was not remarkable. She hi 
ficially fed from time of birth and had been receiving a preparation contaming vitamins 
D (Tri-Vi-Sol) 

\dmission temperature w os} gs limited t 
vhich showed a diffuse erythematous scaly rasl hw generalized. Marked 
dermatitis was present on the scaly 
Hemogram elicited Hb. 18.3 ¢ 
Was negative Phe baby 
Lax il ap\ 


changed to plain liquid 
improvement and she 


in the upper corium; moderate inflamm: 
o marked as o1 vould anticipate fr 


kin clinically. The de coriun 


except for more of a tendency toward hypoplasia of the epidermis in Ritter 
and more prominent parakeratosis and acanthosis in leiner’s disease, sections ot 
these two conditions would otherwise appear to be indistinguishable. As might be 


expected, capillary dilatation is more pronounced in the more acute Ritter’s disease 


COMMENT 


Kitter beheved the condition that he described to be pyogenic in origin 

Leiner? felt that the skin reaction was of the nature of a toxic response to 
pathogens generated in the gastroimtestinal tract 

lee and co-workers !' reported a biphasic outbreak of impetigo neonatorum aud 
dermatitis exfoliative neonatorum, with 12 cases of impetigo and 10 cases of Ritter’s 
disease Pheir evidence suggested that hemolytic Staphylococcus aureus wa 
causative 

\ similar epidemic which developed in a newborn nursery was reported by 
(Gjovan and co-workers (Of SO infants exposed during a four-week period, 16 
showed some manifestation of staphylococcal infection of the skin, while 4 developed 
Ritter’s disease 

Widerman,'? Kendall, and .\egerter,” and Schlesinger |! thought that in addi 
tion to the infectious element, there was a fundamental deficiency or defect of the 
skin and mucous membranes 

Sano’s case,' a 17-day-old infant, showed a hypocalcemia which he felt wa 
indirectly responsible for the disease. Ile hypothesized that this resulted in intestinal 
dysfunction which interfered with vitamin absorption, which in turn made the infant 
more prone to intection 

\ case of Ritter’s disease with apparent disturbance of lipoid metabolism wa 
described by Cailliau and Fleury. Curious xanthomatoid cells were found deep in 
the skin, in lymph nodes, and in the lungs 

Wiener '® reported the occurrence of Ritter’s disease in premature twin boy 
The mother gave a history of severe and extensive Rhus dermatitis near term. [le 
proposed that the toxic principle of the plant combined with the mother’s skin pro 
teins and altered them sufficiently to make them antigenic, thus stimulating the 
production of antibodies. Tle hypothesized that these antibodies could have passed 


through the placenta into the bodies of the twins a.d produced the dermatitis 
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Keports of Ritter’s disease occurring concurrently with bullous staphylococcic 
impetigo in epidemic form and the frequent finding of staphylococci on skin culture 
favor the hypothesis that a basic etiologic factor in this disease is staphylococci 
infection of the skin 

The majority of cases, however, are reported as single isolated examples. This 
uggests the presence of some additional factor which markedly diminishes the 
resistance of certain infants, making them more prone to a virulent, rapidly spread 
ing skin infection and systemic toxemia 

Phat this factor is an inherent defect in the skin seems unlikely, as patients have 
recovered in whom no defect or abnormality of the skin could be found 

efforts to disclose any consistent endocrine changes have not been fruitful 

The possibility of a nutritional deficiency seems more plausible. The incidence 
of the disease in breast-fed infants appears to be more than coincidental 

In support of this view, Svejear and Homolka!® point out a significant increase 
in the incidence of Leiner’s disease in Prague, following both the first and second 
World Wars, at a time when the dietary restrictions of the general populace would 
he foremost. These same authors claimed a striking reduction in the mortality ot 
this disease in 1948, with the institution of biotin therapy 

Whereas Ritter’s disease is generally regarded as being more malignant and 
fulminating, occurring within the first few weeks of life, characterized by the forma 
tion of bullae, areas of denudation, and a positive Nikolsky sign, and Leiner’s disease 
is thought to appear somewhat later, to be less often fatal, characterized by an essen- 
tially dry exfoliation, there remains little else clinically or histologically to dis- 
tinguish between the two 

It seems more likely that Leiner’s disease is simply a variant occurring in an 
infant who possesses a relatively greater degree of resistance, which results im a 
somewhat modified, subacute form of Kitter’s disease. 

(on this premise, therapy in either clinical picture should consist of prompt insti 
tution of an antibiotic to combat the infectious element, and supplementary vitamin 
Bin the hope of supplying whatever factor may be lacking in the metabolic demands 
of the infant 

SUMMARY AND CONCLUSIONS 

\ review of the clinical features of Ritter’s and Leiner’s disease is presented 

Necropsy findings in one case of Ritter’s disease, and cutaneous histologic 
changes in two cases of Ritter’s disease and one case of [einer’s disease are 
discussed 

Because of the close clinical similarity and lack of distinguishing histological 
characteristics, it is felt that Leiner’s disease probably represents a moditied, sub 
acute form of Ritter’s disease 

The etiologic basis of the condition appears to be staphylococcal infection im 
t patient whose susceptibility has been increased by the lack of an essential nutritive 
factor. Some evidence indicates that this factor may be one or more components of 
the vitamin complex 

Preatment should include prompt institution of an antibiotic and supplemental 


vitamin Bo complex 


{4s 


+ 


DISCUSSION 


Dr. Marion B. SULZBERGER, Nev rk t rewarding 
light of new knowledge and t valu establis! doctrines by the 


concepts and techniques 
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Ritterhain’s dermatitis extohativa. Like st derms gis | pediatricians of our day, | 


always accepted the doctrine that the li s of infancy quite distinet different 


from one another. In the accompanying ble, have attempted to list 
ire generally regarded as differentiating Ritter’s dermatitis tr 
lerma 


Despite such very apparent differences, it is still conceivable thi dditional studies inte 
mechanisms, into pathogenesis and etiology, might bring to light t which would tend t 
Dr. Col thesis that these diseases mi osely lated than our present kt 
permits to assume. For it is incontrovertible that all kinds : into these 
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Course u isually f weeks \ roni usually months 
Muteome { ) fatal before modern anti mortality to 
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Other elinieal appearance; red moist areas (ireasy seales 


features Gi.-l. inflammation 
Response to Modern antibacterials reported effective Casein, raw liver; low 


therapy effective We 


not. It would also be most instructive to ascertain whether lisease had tinct familial 
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other blood relatives, and ether infants recovered trom Leiner 
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IND LEINER’S I EASES 
Dr. Cole’s nelusion that Ritter d ‘ robab iused | ta ‘ infection im 
i debilitated infant with a lack of essential nutritiy ind immunolog tact 1 lausible and 
probable. However, thet eems to be 1 ustification for cor ering Lemet ease as a . 
different entity, and, as Hill has stated, it has been classified as a severe sebort dermatitis in 
infancy. Secondary impetiginous or pyogenic infection may complicat ebort dermatitis in ; 
adults, and, likewise, po in infant When this occurs, the clinical featur of 
Ritter’s disease are 
The therapy iim! dr. Cole is excellent. Antibioti re of special value in com 
batting staphylococci bacterial infection Vitamin B and portive measure ire 
particularly helptul, especially when there is a seborrhet mponent. Topical measure houtd 
P be limited to bland protective remedt 
Dr. Harotp N. Core Jr., Cleveland: | would lke to point t that recently in the pediatri ' 
literature, there have been a number t reports of cases whicl losely simulate Rutter ind 
Leiner Actually they are imply ¢ xamiple lermatitt ere ita and ermatitis 
the injudiciot ie of a mbinatior vari baby | prepara 
had occasion to see one of the ( P ecently tase n admission 
to the hospital [EEE istinguishable trom the clinical picture of Leiner’s diseas 
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TREATMENT OF ACNE VULGARIS WITH ESTRONE 


SAMUEL M. PECK, M.D. 
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HERBERT J. SPOOR, Ph.D., M.D 
NEW YORK 


NiO VULGARIS is the commonest skin condition which a dermatologist 
Mi is called upon to treat. It would be a conservative estimate to state that one 
of us (S. M. VP.) has treated more than 3,000 cases during his dermatologic lite 
time. With this experience in mind, it is justifiable to draw some general conclu 
tons about therapy in this skin disease 

It is diffieult to evaluate any therapeutic approach to acne vulgaris unless 
omething is known of the course of the condition in any individual case, and 
unless the therapy in question is followed long enough to assay its results properly 
We agree that the method of paired comparisons would be ideal, but obviously 
uch a procedure is not practical in acne where a topical remedy 1s to be used 
at home by the patients for a period of months. .\ completely controlled study 
oe not seem feasible 

Phe cases to be reported here were nearly all seen in private practice. A goodly 
number had been patients for a long time for their acne and some also for other 


kin conditions. We excluded from our material cases in which the course of acne, 


especially its fluctuations, could not be evaluated. Only in this way did we feel that 


the routine which we employed could be judged to some extent without paired 
comparisons. For this reason no patient was reported upon who had not been seen 
for at least six months prior to our study. .\ minimum observation period of three 
months was chosen arbitrarily to study the effects, especially on the recurrences 
Phis accounts for the relatively small number of cases reported, although our work 
as been carried on for about two vears, and approximately 200 cases have been 
treated 

Prior to World War Il the standard treatment of one of us (S. M. P.) for 
acne called for the proper use of roentgen rays substantially along the lines of the 
plan suggested by George Miller Mackee, The results were satisfactory enough 
to warrant the conservative statement that with no internal treatment (other than 
diet) and with the use ot topical remedies of the type ola mild white lotion (lotio 
alba) at least 75% of the cases could be considered practically cured in two vears 
While there were a fair number of acne pits stl to be seen when the patient was 
considered cured, this was no more so than with the patients treated over the vears 


when no x-ray treatment was employed 
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\t this point, one . M. PP.) feels compelled to state frankly why he 


has treated only 5% or less of his patients with roentgen rays in the last eight or nine 
vears. Briefly. this was due less to the newer knowledge « le cau of acne o1 
to the new chemotherapeutic agents introduced into therapy, than pressure 
of public opinion, both lay and that of the average practitioner, which hi mace 
increasingly difficult if not impossible to employ this modality for the treatment ot 
acne vulgaris. This statement holds true at least for the private practice in a city 
like New York 

The average ase of acne with the exception of the so-« illed acne conglobata 
runs a self-limiting course of three to five vears. [he great majority of patient 
with acne do not seek medical he Ip, Esper ially that of a de rmatologist they re spond 
well enough to relatively haphazard treatment, such as diet or topical remedies of 
both, to tolerate their skin condition. It is because of this that there exists today 
the wide spread and popular appeal of the “oy the-counter” acne remedie vhicl 
combine mild therapeutic action, like that ot white lotion, with a camouflage to 
hide the blemishes until they disappear, either temporarily of permanently 

Ina special group, as we have stated pre viously, are the evere aci vith the 
pustular elements predominating (acne conglobata included) and especially those 
of the recurrent type, In patients ove! 21 vears of age where there ts 
need of dermatologic advice 

\s to the effect of diet upon acne vulgaris, it 1s the con idered opine 
of us (S. M. PP.) that while diet influences exacerbations of acne, it alone 
duced a clinical cure only in exceptional case 

Vitamin A, whether given internally in large dose r applied externally 
proved disappointing as an important adjuvant in the treatment ot ne: howe, 
it seems to have some value in reducing blackhead formation in muld case 


Perhaps it is well to outline here the current routine procedure of one ol u 


(S. M. P.) (without the use of roentgen therapy) which has pro ed satistactory 
1 


enough, though not as effective as the use of roentgen rays, at least mm mnie Case 
The results obtained with this therapy have furthered the de velopment of 
hormone lotion which was used in treating the case reported 
subsequently 
This treatment ha been used tor 
about 2,000 cases have been exposed 
including avoidance of iodized salt, ( 
(containing oxyquinoline sulfate O.15 ; benzoy! 
petrolatum and wool tat lanhydrou | 4 
sulfurated lime solution (Vleminckx’s solution) and (¢) treat 
once or twice a week with various intensities of a cold quartz 
a 15 to 20 minute application of zinc ox! aste with sali 
peeling paste 
The mainstay of this treatment is induced 
an antiseptic which has had proved value 
of the pilosebaceous apparatus 
Such a course of treatment was about re in duration. It wa 
followed by a rest period of two to three month | he patient were instructed 


to continue local therapy at home. If there was a recurrence another, perhap 
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shorter, period of treatment with cold quartz and the zine oxide paste was given 
again. ‘Three to four such courses of treatment would be given in two years. In 
addition, when the zinc oxide paste was removed, blackheads would be expressed 
and, in some instances, lesions containing pus would be drained. Approximately 
40 to 50% of the cases were controlled sufficiently by this method to be considered 
good results. It is taken for granted that in all cases, especially in those of acne 
conglobata, in which some of the most striking results were obtained, general 
supportive measures were also carried out at the same time when necessary. 

\ satisfactory result required more time than the routine use of roentgen rays, 
and in more than half the cases the therapy was not sufficient to bring about a 
clinical cure. ‘The treatment seemed most eminently suited (even taking roentgen 
ray therapy into consideration) for young persons 13 to 16 years of age, and in 
ache conglobata, in which the results with roentgen rays are unsatistactory, to 
say the least 

The introduction of the antibiotics in the recent past has highlighted the impor 
tant role of the pyogenic organisms in the etiology of acne. While the use of various 
concentrations of Quinolor type ointment (containing a mixture of three deriva 
tives of &-hydroxyquinoline) was a good basis of proof for the role of pyogeni 
organisms, even more so was the striking though temporary effect of the ingestion 
of small doses of certain antibiotics such as oxytetracycline (‘Verramycin) (100 mg 
three times a day 


in bringing about a consistent disappearance of pustules and 
even of papules in some instances. It is in this group that autovaccine therapy 
has given the best results as far as permanent effects are concerned. It seems 
agreed that the need for prolonged administration of antibiotics plus their occasional 
collateral effects plus the recurrences when they were discontinued militate against 
the routine use of such a method of treament. Penicillin has been helpful only in 
acne conglobata and in the occasional furunculoid lesions which have been encoun- 


tered 


In the use of autovaceine therapy 


as against the preparation of stock vaccines 
and toxoids) one of us (S. M. VP.) believes that the best results were obtained 
when he approached the problem of the role of the pyogenic organisms more as a 
ensitization phenomenon than as a pure infectious process 

I he question ot endocrine factors and the method of administration of estro 
genic substance (whether internal or external) will be taken up in detail later 
It is rather generally agreed that there is a highly significant endocrine factor in 
the etiology of acne vulgaris.” 

EXPERIMENT I 


\ number o 


formula modifications were tested in an exploratory fashion before 
the final composition of the lotion was decided upon. Following is a summary of 
our observations upon certain ingredients entering into these modifications 

\. Hydroxyquinoline benzoate and orthophenylphenol seemed to be most. effi 


cacious as antibacterial agents when used in combination 


Bs. Coal tar did not add to the therapeutic value of the lotion; it had certain 
definite disadvantages, such as imparting an unsatisfactory color and showing an 
occasional tendency to increase blackheads 
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( Natural estrone seemed more satistactory 
and cdienestrol 
I). A concentration of estrone of 50,000. | 
optimal 
IX. Substantially more than 50,000 | f estron sunce occasionally pro 


duced undesirable systemic effects 


Following is the final formula employed 


precipit. 
\luminum 
Lecithin, 


(slycerin 


0.000 


eatment Phe immediate effect in both grouy 

was good or excellent in 55 of OY case tucied Wa ilse 
the tendency to recurrence (suppression of activity of sebaceou 
group 

Considering the small number of males lied, t lotion seemed 
more im male than in female Phere were not enougl 
in the younger age group ermine the age relationship accurately 
it is in the male group that we gained the impression that a tendency to recurrences 
vas less pronounced wh the vas stopped 

In the female group, too, there eemed be a definite ettect 
of recurrence lwenty ight ol the 53 cases appeared to be influenced 


far as recurrences are concerned Phe age of the patient 
minor role in the final response 
\We would like to summarize here 


our experience with the hormone lotion 


Final Formulation 
Poly etl lene orbitan n tearate 20 
Alkyl aryl polyethylene glycol 750 : 
Wool fat, solubilized O00 
Proprionylated” lanolin 
Oxyquinoline benzoate 
Orthohydroxydipheny 0.50 
(62 
Zine sulfide 150 
Zine oxide 0) 
ited Oo 
ble 70 - 
Ethyl alcohol 11.60 : 
ential o1l mixed 
Pigments, inorganic 
Water 
Istrone, natural q.s. to yield an 
estrogenic potency of SHI. per ounce 
ich ire pi il example 
1 S. a woman aged 20. This patient een under t t for mat 
two yeal When first seet e present a vo wl severa iratior nsistil 
papule ind pustule ith scarring. The erupt is especially marke in the bearded area Ns 
There was a tendency to hirsutism. Her menstrual ri vere regular. S d hae ; t 
f treatments consisting ot diet | tisepti Tat te t ( tz 
light and oxvtetrac ling nternal The t trent vere ite tent 
recurrence 
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instructed to use a white lotion type of preparatior 
horation of her condition. Since the 
ytetracycline 400 mg. p lav, with contro 
vas prompt recurrence hen the oxytetracy 
a lotion which resembled 
25.000 [. | per ounce \pparently there 


Improvement in} | eriods remained during two 


formulation and has been 


recurrences 


ure. A woman, aged 
bearded area. Menstru 
irregular ited w he loti how very little improvement 
five montl Va | VIN rm ott y treatment vith con 


cme 


Lotion Study 


O04 


Kh 
hit 
Is i 
; 


His 


Microgran yn yu whole blood (norma are 0.03-0.06 for nonpregnant wormer 
t Time of eyele 1 ! » the time at which samples were taken P, proestrum;: | 
early metestr menorrhen LM, lute metestrur M. metestru 


nod hus passed her menopause 


EXPERIMENT II 


AL APPLICATI OF LOTION 


LVE SELECTED HUMAD 


I. vpertmental Design fen women ranging in age from 23 to 60 years and 
two men used as controls, aged 31 and 41, were observed over a period of one 
month during which they made one daily application of the final formulation to 
an area at least 8 in. (20.3 cm.) square of skin surface. Our objective was te 
learn whether or not this application induced any perceptible variation in_ the 
hlood estrogen level, or in the length of the menstrual cycle, or in the monthly 
tage of vaginal cornification. Because of the normal cyclic estrogen changes and 
the evehe variation in vaginal cornification, each woman used the lotion for one 
complete regular menstrual eyele. All women chosen had predetermined regular 
eyeles except for one who was her postmenstrual period Ikach subject 
used the lotion for the number of days of her cycle, except for the postmenopausal 
subject (No. 7), who used it for 30 days. The men used the lotion for 28 days 


Blood estrogen and vaginal smear determinations were made at the beginning 


and end of the study period at the exact, theoretical daily time for most comparable 
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1M | RAVES 
: In October, 1952, the patient was 
: vas continued for about one month wit 
clement) predominated hie Va 
‘ pustular and papular part of her act 
Va topped. In December, 1952, the 
lation ¢ cept that the estrogenic pot 
vas a very slight 
; months of medication. In April, 1953, the patient was put on the final i_______ 
as lomg well since then. In the last five months, there have been nO m_~She has not used 
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lete clearance ot 
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results (Tables 1 and 2). Variations between the initial and the final evche hor 
monal activity signs would have represented the effect of any percutaneously 
absorbed estrogen from the lotion under study 

lhe estrogen level of the whole blood of each subject was determined by thi 
following methods: First, the quantity was approximated chemically by using the 
chromatographic method of Heusghem Phen the exact concentration was dete 
mined by the guinea pig bioassay method of Littrell and Tom Phe method ot 
Papanicolaou ’ was used to obtain, to stain, and to evaluate the \ 


thodoloqgy 


\. The Heusghem * chromatographic method depends upon production of an 


estrogen-antimony-trichloride complex which is fluorescent in the shades of orange 


under ultraviolet light illumination. Chemically pure estrogen is used as control 


B lhe end pot of the Luttrell and Tom bioassay 1 amount of estroven 


required to open the cervix a virginal guinea pig \ losage relationship 


holds 
( | ‘ at Papanicolaou 
and number 
(a) Unditferenti 
lifter 


) Intermediate 


1d. Subjects were policed 1 preparation 
through reminder calls 

Resull Phe identification of subject, x, ave, number of day 
identity of vaginal smear, and the amount whole blood estrogen betore and 
completion of the preseribed use pe in Table | 

Comparison ot the Papanicolaou the subjects before 


the lotion tor a trual month 


PaBLeE 2 Read f the Papam wou loa i 
Siren it en it 
No. Days No. Day Start End « 
Subijeet \we n Cyele Used Lotior Study ¢ Study 
ES 1) M M 
a 
ES LM IM 
Ek LM LM 
KA ) \ \ 
Is i M M 
Subject 6 is in he menopu e and hus pussed he 
P, proestrum;: E, estrun \. amenorrhea: diestrur EM. etestrut ILM ite etests 
etest 
i 
| 
(c 
(d) Superficial cell 
Number of WBC, histiocytes, RBC 
and 
taye 
atte 
Be ol 
shown in lable 2 
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The eveles were not altered in any way, and the vaginal smears showed no 
nificant variation trom one period to the next 

Interpretation..-No. definite trend was noted in any of the blood estrogen 
levels of the subjects after daily use of the lotion. Six subjects’ blood levels dropped 
Q.001 to 0.002 y of estrogens per 100 ml. of whole blood, a decrease of approxi 
mately 4%, and three subjects’ blood levels rose O.OO1 to O.002 The variation 
of 0.002 y in the postmenopausal subject (KK) represented an increase of about 
7% from the lower pretest level. One woman and the two men showed no varia 
tion. Since the method for quantitative determination in the blood is one of 
bioassay, the variations noted are in all probability within the limits of the method 
by the same token, values below 0.005 y as recorded for the men are near the 
lower linut of the method used 

Phere was no evidence of induced change in the menstrual cycle either through 
estrogenic increase prolongation of the eycle or through a change in the Papani 
colaou vaginal smear 

Summary \pplication of the lotion to the glabrous skin of 12 subjects for 
periods of one month had no effect on their blood estrogen level, menstrual cycle, 
or vaginal cornification 

COMME? 

Phere is no doubt that in the pathogenesis of acne vulgaris we are dealing with 
a disease of the pilosebaceous system which is initiated originally by an endocrine 
mmibalance, viz hetween estrogens and androgens This provides the basi on 
which other factors, perhaps of equal importance in some instances, may act as 
associated etiologic factors \mong such factors are foods, bacteria, climate, and 
even psychogenic moments. The bacterial factor is probably one of the more 
mnportant. In mild cases, it can be said that acne is almost physiologic, at least 
as far as young males are concerned 

\ great deal of experimental and clinical data have been gathered in recent 
years which are in support of the endocrine basis for the pathogenesis of acne 
vulgaris.4 

Phe statistical studies of Bruno Bloch! in 1931 indicated rather conclusively 
that acne, especially that of the severe type, was more frequent among young males 
than among young females Analysis of endocrine excretion has demonstrated in 
many cases that the ratio « the circulating estrogens to androgens is the critical 
factor. It seems to have been definitely established that the preponderance of the 
androgens supplies the precipitating stimulus, while the estrogens play the role of 
a counterbalance 


Hlanulton * demonstrated the role of the androgens by showing that eunuchoid 


persons do not have acne vulgaris. [le was able to produce acne in some castrated 


men, in ovariectomized women and even in boys before puberty, by administration 
of testosterone propionate. [t 1s important to point out here that even in these 
experiments only a number of his subjects developed acne. Apparently, while 
the male sex hormone was important in affecting the activity of the sebaceous 
glands and in preparing the soil for acne, other associated factors were necessary 


for its development 
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\s Sulzberger and Witten pointed out the exacerbation of acne in relation 


to menses usually occurs a few days before the onset of the flow at the time when the 


androgen-estrogen ratio tends to be in favor of the former 
In recent vears it has been observed occasionally that acne followed administration 
1 


of corticotropin (ACTH) and cortisone. While this gives added support to the 
endocrine etiology of acne, it has been demonstrated further that factors other than 


endocrines may play an important role, since as with Hamulton’s observations in 


apparently the same dosage con 
the 


eunuchoids, not all cases will develop acne undet 
ditions. Ilere. too, there is evidence that administration of cortisone increases 


quantity of circulating androgens 


Schwartz and Peck '' have observed the routine precipitation ot clinical and his 


tologic acne lesions after external contact with chlorinated hydrocarbons, cutting 


oils, coal-tar pitch, el This occupational acne 1s produced without regard to the 


endocrine factor in the individual involved. Here, the causative mechanism depends 
upon a chemical finding its way into the openings of the se baceous glands and stimu 
lating the formation of keratin which leads primarily to comedo tormation Bac 


teria are never found in such lesions, in contradistinction to acne vulgaris. While 


occupational acne is perhaps more easily elicited in those with an acne tendency 


(added irritant on a specially prepared soil), many of the acnegenic compounds seem 


to be capable of producing typical acne lesions at any site where there an active 
pilosebaceous unit, in all age groups, and at sites where acne is not usually found 


This seems to indicate that in some instances at least the endocrine tactor 1s not 
essential 

In his experiments on the treatment of acne by subcutaneous implantation of 
estrogen pellets, Machkenna found that 

l \ndrogens stimulated the surtace epithelium and the sebaceou gland tend 
Inv to produce hyperkeratosis and seborrhea 


Istrogens have a contrary action in that they diminish keratinization and the 


activity of the sebaceous gland 


(ne of the effects on the skin was re ferred to as tollows 


same cfiect 
in my exper unexpectedly 
remarkable effect o1 


to a sufficient extent to judg 


It is obvious, however, thi 
to produce such etfects 
leven in Hamilton’s cases, testosterone produced a more 


when there was a history of severe acne prior to castration 


In our introduction we diseu the role of bacteria as important etiolog 
agents in acne vulgaris. “As tar as concerned th have adequate 
support both clinically and experimentally he role ot bs ais quite obviou 
considering the involution of acne | n instances following admunistra 
tion of antibiotics such as oxytetré li improvement produced by topical 
application ot wide spectrum bactericidal Whether the bacteria play a role 
ot sensitizing antigens or ol! direct intecti ! in furunecle Is not quite 
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ming a nthet estrogen ficient neentratiot 
on the irface hyperkeratos! | ive not employed it in acne : 
troven vere ary 
severe acne in castrates 
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clear. That bacteria are important but not entirely necessary to produce the picture 
of acne vulgaris is well evidenced by the experiments in the causation of occupational 
acne with chemical irritants |! in which the absence of bacteria is a salient factor in 
the histologic picture 

It is known that carbohydrates, chocolate and, in some instances, 1odine-contain 


inv foods (10dized salt) may also act as acne excitants 


Parenteral and oral administration of estrogen has proved of value in many 


cases of acne vulgaris.t Vo obtain a good result, fairly large doses have to be used 
In most instance Phe local use of estrogens and its effect on acne vulgaris has been 
the subject of several reports. The results, while somewhat equivocal, are distinetly 


indicative 


hapiro § treated 10 men and 15 women with a conjugated estrogenic (Pre- 
marin) cream containing 2.5 mg. of water soluble conjugated estrogens (equine ) 
per gram of cream. This was applied once or twice daily for one to seven months. 
Ile reports excellent results in 15 patients. 

Whitelaw '" treated 72 males, aged 13 to 1&8, with an ointment containing 1.25 
my. of conjugated estrogens (substantially sodium estrone sulfate) per gram ot 


\ 


vehicle, No other therapy was used. Within 14 days, definite improvement was 


noted in 90%. In the patients who were treated for six months or longer, 55% 


howed decided improvement, 21% slight improvement, and 24% failed to respond 
In 23 females, 13 to 19 years of age, 21% responded satisfactorily and 12% showed 
moderate improvement. This author had no evidence of deleterious effects on clin 
ical observation 

Sawicky, Danto, and Maddin *° employed a cream resembling that of Shapiro's 
with respect to its estrogen content. The preparation was applied at bedtime to one 
ide of the face, while the estrogen-free vehicle was apphed as a control to the other 
side. There were 17 female and 9 male patients whose ages ranged from 13 to 29 
years. ‘The treatment was followed for a period of 2 to 16 weeks. Great improve 
ment of the hormone-treated side was noted in three male patients with large cystic 
lesions. Patients with papular and pustular lesions showed moderate or no discern 
ihle waprovement on the treated side 

\. J. Phillips *! treated a total of 84 cases with Acnestrol. This lotion contains 
1.75 mg. of diethylstilbestrol dilaurate per gram of base consisting of zine oxide, 
talc, glycerine, water and isopropyl alcohol. [lere, too, the hormone would seem 
responsible for any of the results observed since keratolytic and antiseptic agents 
appear to be absent. Phillips reported excellent to good improvement in 33 of 36 
males, while only 3 females had what he considered excellent results 

It should be pointed out here that in the work referred to above, comparatively 
high potency estrogenic products were used as contrasted with the preparation upon 
which we are reporting. Sodium estrone sulfate 1.25 mg. per gram vields upon 
internal administration an estrogenic potency of 10,000 1. LU. per gram, or about 
300,000 1. per ounce 


Shapiro’s cream contained 2.5 mg. of conjugated estrogenic substances per gram, 


substantially sodium estrone sulfate, corresponding to about 2 mg. of estrone per 


References 13 through 17 


S References 18 and 19 
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gram, or 000,000 I. U. of estrogen per ounce of cream, provided that it may be 
assumed that the estrogen is released completely from its ester bond for its tepical 
action. The latter consideration applies also to \Whitelaw’s cream containing 0.625 
mg. of sodium estrone sulfate per gram, or about 150,000 L. U. of estrogen per ounce 
of cream, as well as to the cream used by Sawicky, Danto, and Maddin containing 
2.5 mg. of conjugated estrogenic substances per gram of vehicle as in the case ot 
Shapiro’s formula 

While the logical route of administration of hormones intended to affect seba 
ceous gland activity would be either the oral or the parenteral route, it should be kept 
in mind that too many physiologic disturbances are likely to result from the high 
dosages required for satisfactory results to advocate this form of therapy as a routine 
measure. Incidentally, in many instances, even such high doses did not bring about 
any improvement, to say nothing of any permanent results 

In deciding upon the final concentration of the estrogenic hormone in our tot 
mula, we were aware of the importance of using a hormone product which ts known 
to have a definite effect on the epidermis That such effects can be produced with 
estrone in doses even smaller than we have included in our lotion has been well docu 
mented by many observers. This point is being emphasized because we are not aware 
of any published or other authoritative information concerning the skin's capacity 
to utilize sodium estrone sulfate. If, as seems probable in the light of the several 
clinical studies referred to above, the skin can utilize this substance, the question 
arises Immediately as to whether any hydrolysis with formation of tree estrone must 
precede its dermal integration, and, if so, to what extent. In connection with the 
systemic action following upon the oral administration of sodium estrone sulfate 
there is reason to believe that its hydrolysis takes place in the liver whence estrone 


is released to perform its physiological function. [lowever, we do not know whether 


the skin 1s capable of acting in a similar manner, or indeed whether it 1s called upon 


for such action 


To affect the various types of bacteria which are commonly tsolated from lesion 
of acne vulgaris such as Staphylococcus aureus, hemolytic Staph. aureus, Staph 
citreus, Staph. albus, and Streptococcus, a wide spectrum antiseptic agency should 
be used. This we believe to have achieved by the combination of oxyquinoline ben 
zoate and orthophenylphenol. Tying their action to that of sulfur, we would have 
agents useful for quick amelioration of the acne lesion lo decrease the incidence 
of recurrences, we attempted to change the “acne soil” by utilizing estrone for tt 
effect on the activity of the sebaceous glands. As to the final concentration of the 
hormone, we were guided by the results of our preliminary experiments which indi 
cated that the minimum dosage for consistent clinical effects was in the neighborhood 
of 50,000 I. | per ounce \s stated before, we could not demonstrate any system 

from this hormone concentration. \WVe also hi impression that the 


natural estrone had a better local action than the synthetic stilbestrol 


With one preliminary preparation containing 150,000 1. U. of estrone per ounce 


of vehicle. we noticed, in a few cases, indications of disturbance uch as effects on 


the menstrual periods 
\Ithough acne has its original start with a hormonal imbalance, we 


agree with 
Sulzberger and Witten '° that modern hormone therapy alone, be it parenteral, oral 


461 


or even topical, has not proved of more than partial value in the management of this 
disease Of the three routes of administration, the topical route, correctly handled, 
seems to offer the greatest promise of success 

We believe that the true cure of acne is still to be attained. The preparation with 
which we have been working seems to represent a distinct step forward, combining 
as it does hormonal, antibacterial, keratolytic, and astringent qualities, all of them 
relevant to the control of acne symptoms ()f course, medication with a preparation 
of the type under discussion cannot be expected to provide the finality of results 
which can be obtained, une. favorable circumstances, with adequate doses of 
roentgen rays. In most instances, prolonged application of any medication 1s neces 
sary whenever the topical control of symptoms does not run parallel with the sys 
temic control of their inciting cause. [or the same reason, recurrences are likely 
to appear upon discontinuance of such medication therapy, since the inciting factors 
presumably are still operative at full intensity. It should be pointed out, however, 
that ina number of our cases a return to the previous level of acne activity occurred 
only several months after discontinuance of lotion therapy ; in some cases, apparently 
no such recurrence took place at all. 

The sustained good effects were noted mostly in those patients who used the 
preparation longer than four months and who followed instructions to continue its 
use for at least two or three times a week even when there were practically no lesions 
to be seen. We have no way of knowing how many of our patients would have had 
permanently good effects upon discontinuance of the therapy. 

ur findings compare with those of other investigators with respect to demon 


strating a better effect in males than in females 


SUMMARY AND CONCLUSIONS 

laboratory and clinical data are presented on the efficacy of a lotion which com 
bines keratolytic, antibacterial, and estrogenic principles for the treatment of acne 
vulgaris 

By way of immediate effects, good to excellent results have been obtained in 55 
of 69 cases studied 

\pparently, the topical application of estrogenic hormones (50,000 1. U. per 
ounce) plays a significant role in controlling the recurrences, presumably by decreas 
ing the activity of sebaceous glands; the remaining components of the lotion appear 
to influence the other manifestations of acne lesions already present. 

Phere was no evidence of any systemic effect from the daily application of 50,000 
1. U. of estrone per ounce of this lotion when used for a period of one month 

The lotion seemed to have a somewhat better effect on males than on females 


Mr. P. H. Cox helped with the formulations 


ABSTRACT OF DISCUSSION 
Dr. Ricuarp L. Surron Jr., Kansas City, Mo.: No two of us, I suppose, interpret acne the 
same way or treat it the same way. Dr. Peck and his collaborators require little apology for 
their difficulty in setting up controls for their study. Looking upon acne, as I do, as a cutaneous 
manifestation of systemic disorder of endocrine and metabolic functions, I should consider the 
results of comparing the two sides of the face, treated differently, as possessing the same kind 


of significance as the results of treating differently the two hands of a patient with pellagra or 
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7 


the two elbows ot on 
for study we uld be 
would be ta 

Dr. Peck and collaborators 
and Sutton, R. L., Jt Handbook 
1949, p. 405; Sutton, R L. Jr Treatment of Act 


J. Missouri M. A. 49:471-475 [June] 1952) should 


in etiology. I consider 
shall not object vigorously ywredients 


of 4 ingredients to combat ind salicvlu 


13 ingredients tor conveying the 1 ingredient primarily int na 


to be studied—the estrogen wrobably imelud 
other things, rather than 17 


Goeckermann (Goeckermann, W. H Hormonal 11) 


[ have learned to agree with Dt 
f Acne Vulgaris in the Female, ArcH. DERMAT. & SYPH 61:237-241 [June] 1950; Goecker 
mann, W. H., and Wilhelm, | \ Arcu. Dermat. & 66:402-403 [Sept | 


1952) that estrogenic substances are often beneficial in acn Decisions as to which patient need 


estrogen and how much, are as to mak ould generalize 


extent: Estrogen will probably help « | whos : mot! 
who suffers cramps during thi st di WO ¢ he period ire sore a day ot 
1 flare When mense 


two before the flow, and whos ( manifests undeniable en ial 
are normal and when these four clinical indicats ‘ strogen deficiency are absent, the admin 
istration of estrogen in my experience, regularly but only transiently produced undesirabl 
eftects 


Parenthetically, excessive estrogen administration may stop ovulate 


period or two, or perhaps an ovulatory bleeding ma ir. | don't take 


of a period. I don't feel that a person would be harmed by a temporary 


21 er i 


pour on estrogen, wait until the girl ovulates, and then give it to | 
the next menstrual flow has ended 


The right dose of estrogen is likely to be, I find, from 0.3 to 0.625 mg. of c njugated estrogent 


substances (Premarin) a day by mouth, roughly 3,000 to 6,000 and lar doses have 


in alr acneic male 


seldom been correct Lately | have been giving estrogens substi 


holding down the dose to one which does not produce sore nipples of largement of the breast 


Limiting discourse to the effects Dr. Peck and co-w rkers obtained w rogenic substance 


topically applied, in a concentration of 90,000 I. U. per ounce, we may consider the effect of 


viving a dose of estrogen percutaneously, which is not defined by them 


saving that it did no demonstrable harm, for they did not state how mat 


ounce of the ointment or give other measures ot the dose on which 


arithmetically 
Yo obtain some idea of whi s absorbed by their patient any vyhom were helped 
i average daily plication amounted 


ind none of whom was harmed, s think this way 
to 2 gm., the top al dose was then roughly, 50,000 divided by 15 
round figures, equivalent to 3 mg. of conjugated estrogens 

Dr. Peck and colleagues then, from putting something like 3,000 


resembled my results from putting some 3,000 [. U. per 


Kill 


theretore 


assume that almost all of their topically applied estrogenic substance w hed ting 


although not a reliable inference 
When I treat acne without investigative pt . noting that investigation wa 
of Dr. Peck and his associates, I try diligently tablish endocrine balance and 


patients individually correct doses of thyroid and ‘ 


Acne Vulgaris a Pustular Lipoidosi 1 M 34:1071-1082 [Oct.] 1941) ha 


trogenic hormone. | (Sutton, 


described the practical clinical technique correct dose of thy 
largest dose causing no dete: table indication ot overdos: me acne patine not need 
detern 


thyroid, but most of them « 


tion of correct thyroid do 
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on vhose way { life and diets and age 4 
tical 
lifferent from that which I (Sutton, R. | 1 
e Sku St. Louns, ¢ \ Mosby Company 
Vulgaris, Experimental Use ot Cortisone 
give to the significance of pyogenic iniection 
{ their topical medicament ; 
id a ich. That leaves 
ed 
hich equa in 
tance daily The result ot 
I. U. per day onto the sii, 
tomach. One may 
to vive the 
long ag 
it) 
Ina 
NE sage, as | determine it, are due only to their inexperience 
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Dr. Peck and co-workers have added confirmation. | should say, to the views that estrogens 


are often helpful to patients with acne; that modest doses are seldom harmful, and that. the 


hormone can be given percutaneously with effectiveness. [ hesitate to concur with the belief that 
the topical method of giving estrogen offers the greatest promise of success, for | think correct 
dosage would be as easy to establish with pills as with ointments 


Dr. FRANK L. ErcHentaus, Washington, D. ( [ do not particularly wish to discuss the 


hormonal treatment of acne, either local or internal, because my own results with both have 


been very disappointing, but I should like to make one remark about the auth rs’ fear of 
x-ray in the treatment of acne 


Personally, I think that. properly used x-ray treatment is going to be much less harmful to 


patients in the end than the prolonged use of antibiotics or the prolonged use of estrogens. ete 


using 


At least, we know that the damage to the skin will be from the x-ray that we us the littl 
damage w vill get if it is pre perly used. | p to now, we don't know what the end-effects of 
ome oO © other treatment may be 

Dk. Henry A. BrunstinG, Toledo: The paper presented by Dr. Peck and his colleagues has 
a great deal of merit. They are fully cognizant of the danger + 


f drawing conclusions from the 
tudy of such a small series of patients : aware of the difheulty and have anticipated 


eriticism of lack of proper controls. One might question the incorporation of keratolytic and 
bacteriostatic agents along with a hormone in theit therapeutic mixture 

In Experiment II, the authors demonstrate that there was no systemi absorption following 
topical apphieation of the hormone lotion in 12 subjects, 9 being females with normal menstrual 
cycles, 1 a female in the postmenopausal period, and 2 being males. One might ask what would 
occur ina lars eries of subjects with both regular and irregular menstrual cycles? Also the 
effect: when hormone lotion was applied to different sites of the skin surface, broken and 
unbroken 

Phe author tate they considered a concentration of estrone of 50,000 [. U. per ounce of 
vehicle optimal, and that substantially more than 50,000 [. U. produced undesirable systemic 
effects, the nature of which were not defined 

It is interesting to note that in the last eight or nine years, the authors have used roentgen 
therapy in less than 5 out of every 100 patients with acne. This opinion may be shared by many 
who used roentgen therapy 20 or more years ago, and no doubt may likewise apply to the 
indiscriminate use of the corticosteroids and other hormonal agents that may haunt us in the days 
to come 

Phe judicious use of roentgen rays in selected cases of acne is still one of the bes 
therapeutic agents we have at our command 

Phe etiologic factors and morphologic characteristics of acne are multiple and complex. In 
appraising a therapeutic agent, one should define the type of acne with which he is dealing 
Patients with acne may be divided roughly into the following groups, which may again be sub 
divided 

1. Acne, adolescent, mild type: sex incidence probably equal; seborrhea and comedone forma 
tion present, may be pronounced; can be considered a physiologic process, appearing at time of 
econdary sex characteristics; no clinical evidence of any real endocrine abnormality present 
controlled by diet and mild keratolytic and bacteriostatic agents; roentgen and hormonal thet 
apy not indicated 

2. Acne, papulopustular, cystic, moderate to severe, including acne conglobata and so-called 
tropical acne: incidence greater in male sex; comedone and double comedone formation pro 
nounced ; cysts and secondary infection characteristic ; hormonal therapy usually without benefit: 
antibiotic and roentgen therapy of value 

3. Acne, adult, premenstrual: implies occurrence in female sex, although not unusual in males 
age group 25 to 50 years; lesions cystic, usually not infected; distribution frequently chin and 
forehead, between the eyebrows; comedone formation absent; emotional factors frequent; treat- 
ment difficult; diet, topical applications and roentgen therapy usually ineffective; in this group, 


endocrine therapy may prove to be beneficial 
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AMUEL M. Peck: I did ne x s any fears of x-rays. Perhaps I slurred over that 


In the pap vi vill find that | was very careful to state that I think, taking cases as 


izle approach we have to the treatment of acne. I was careful 


to state thi Vi y happy with the technique and dosage forms originally suggested by Dr 


MackKee. I si was tl ssure of public opinion which forced me to use less and less x-ray 


treatment, no own desire. I was perfectly happy with the treatment, and I[ think it is quite 


afe in the hands of those who know how to use x-rays 


as absorption is concerned, we have carried out other experiments, using a much better 
base for absorption than a lotion. We go along with Dr. Adlesberg that at best, no more than 
20% of the hormone is absorbed after topical application. I believe that our previous experiments 
vith absorption of tripelennamine (Pyribenzamine) through the skin certainly point out the 
danger of the marked increase of absorption through broken skin, so I agree that you may get 
more absorption, the more the skin is damaged 
systemic effects are concerned, we tried not to formulate the lotion in such a way 
that we would get the minimum possibility of systemic effects. Mind you, we carried out our 
experiments over a limited area of skin, for a period of one month. Perhaps, if we had carried 
them out for many months, with our dosage forms, we might have seen evidence of absorption 
We agree with the discusser who said he saw no effects from 25,000 units. The only effect 
that we possibly attributed to the hormone was a lessening of the recurrences. Mind you, | 
tress that point. We believe that with less than 50,000 units of estrone per ounce, we were unable 
to get appreciably difference in results. With more than that, we got more satisfactory results 
But we also had systemic effects, and that is why we dropped down to the dosage which we 


finally 


used 
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GRANULOMA ANNULARE 


Response to Massive Dose Therapy of Vitamin E Combined with Pantothenic Acid Derivatives 


ASHTON L. WELSH, M.D. 
CINCINNATI 


\RY and supplemental reports have been made on the response 
to, and rationalization for, the use of massive dose therapy of vitamin IX com 
bined with pantothenic acid derivatives im certain phases of lupus erythematosus 

a disease in the cutaneous lesions of which “the common denominator is the 
connective tissue.” Phe present study of results obtained in the treatment of 
granuloma annulare reports favorable response to similar massive dose therapy in 
another disease entity characterized by collagenous degeneration 


* were essentially those used in the treatment of 


Materials used in this study 
certain phases of lupus erythematosus.” Rationalization for study of response to 
these agents in the treatment of granuloma annulare is as follows: 

1. The etiology of granuloma annulare is not known.* Opinion remains divided 
regarding the concept of a polyetiologic syndrome incriminating tuberculosis — and 
rheumatoid arthritis,$ on the basis of histologic findings,!|| toxic origin, and vascular 
changes," but causative factors remain unproved.# 


2. Karly manifestations of granuloma annulare appear in alterations of the 


connective tissue.* Vasculitis, endarteritis, and periarteritis are constantly present, 
and the more or Jess inflammatory reaction surrounding the blood vessels suggests 


that the beginning necrosis may be conditioned by some alteration of the vessels 


3. experience with use of the tocopherols as internal therapeutic agents indi 
cates that vitamin I exerts some profound influence on collagenous degenera 
tions.+ Burgess { reported favorable results, in the majority of his observations, 

Read before the Seventy-Fourth Annual Meeting of the American Dermatological Associa 
tion, Inc., White Sulphur Springs, W. Va., April 16, 1954 

* Pantothenic Acid Derivatives were obtained as Panthenol from Hoffmann-LaRoche, Ine 
and as Calcium Pantothenate Dextrorotatory from Lederle Laboratories Division, American 
Cyanamid Company; Merck & Company, Inc., and Chas. Pfizer & Company, Inc. Vitamin F 
was obtained as Eephynal Acetate from Hoffmann-LaRoche, Inc., as Natopherol Acetate fron 
\bbott Laboratories, and Distillation Products Industries, Division of Eastman Kodak Com 


any and as Aquasol Fk from U.S. Vitamin Corporation 


t Reference 4. 6, 7, 8 and 9 
t References 10 through 14 
§ References | 16, and 17 


Reference 18, 19 and 20 
1 References 21 through 24 


# References 


* References 10 through 24 and 28 


, 20 and 2/ 


t References a 2, 3] and 32. 


t Reference 31 and 32 
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in the treatment of patients who had granuloma annulare, lichen sclerosus et 
atrophicus, scleroderma, morphea, and long standing granulomatous leg ulcers, 
his results paralleling thoss of MacKenna It was emphasized that therapy should 
not be discontinued with apparent cure, but must be prolonged thereatter tor 
maintenance. Cochrane *! reported a series of patients with granuloma annulare 
who responded to similar therapy Hlagerman reiterated that vitamin therapy 
must be prolonged after response 1s obtained 

} Ihe complimentary role ol pantothenate has been described.’ Recent work 
indicates that the effectiveness of certain materials, apparently acting through the 
pituitary-adrenal system, are enhanced when administered with calerum panto 
thenate 

It was this investigator's postulation * that the “metabolt products of vitamun 
IX, such as quinones, may serve as ‘building blocks’ to aid in the formation of 
cortisone-like materials, which are presumed to be excreted by the adrenals. Cal 
cium pantothenate may be an additional biological catalyst, along with the adreno 
corticotropic hormone to help aid in the formation of new cortisone-like materials.” 
Confirmatory evidence of this postulation exists.” The tentative assumption ts 
that by making an ample supply of calcrum pantothenate available, the adrenal cor 
TeX, when properly stimulated, may then be able to meet the emergency require 


ments for rapid synthesis and an unusually large output 


CLINICAL DATA 


Nine patients with granuloma annulare——five females and four males—constitute 
this series of patients who received massive dose therapy of vitamin | combined 
with pantothenic acid derivatives \ll patients presented dermatoses which were 
typical, clinically, of the disease. Diagnosis was confirmed in seven patients by 
biopsy. Sex, incidence, and distribution of lesions are comparable to the exper 
ence of Ellis and Kirby-Smith,”* and to series data, as reported by them, trom the 
literature. Unusual location and distribution of lesions are comparable to cases 
reported by others.£ Only one patient had had previous therapy (consisting ot 


gold, bismuth, arsenic and x-ray), without favorable response 


CHEDUL! 


Daily dosage of pantothenic acid derivatives varied from 5 gm. in children to 
10 om. in adults. Daily dosage of vitamin I. varied from 0.3 | children to 


1.25 gm. in adults 


No complications and no reactions attributable to therapy, were evidenced 
(Patients recently started on treatment, and not included in this report, are recety 


ing orally, daily, in addition to pantothenic ac id derivatives and vitamin I, 1.0 


gin. of vitamin C and 100 y of vitamin By. Rationalization for such supplemental 


therapy is based on acquisition of knowledge since this study was undertaken. )# 
§ References 1] 
References 36 
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DERMATOLOG) V1 SYPHILOLOGY 


LABORATORY DATA* 


Urinary excretion levels of pantothenic acid in these patients before institution 
of therapy averaged 25.6 y per milliliter. An average level of 2.69 y per milliliter 
was Obtained in normal persons used as controls 

Blood plasma levels of pantothenic acid in these patients with granuloma annu- 
lare averaged 16 y per 100 ml. An average level of 27 y per LOO ml. was obtained 
in normal persons 

\verage blood levels of vitamin I* in these patients was 1.07 mg. per 100 ml 
serum. An average level 2.37 mg. per 100 ml. was obtained in normal persons 
used as control 

Phe high pantothenic acid excretion level and low vitamin [¢ blood level, before 
institution of therapy, parallel closely the findings I have reported in patients with 
lupus erythematosu The relatively low blood plasma level of pantothenic acid 


} imilar to recent unpublished findings in patients with lupus erythematosus 


RESPONSE TO THERAPY 
In eight patients the condition cleared completely. In the very young patients 
and in patients whose lesions were of short duration, the condition cleared more 
quickly than in older patients and in patients whose lesions were of long standing 
(ne patient (No.9) improved gradually during several months of therapy and 
then disappeared from observation. He reappeared in a hospital with a system 
and local fungous infection (Rhizopus), manifesting lesions of the latter in the 
original plaque of granuloma annulare. The satellite annular and papular lesions 

of granuloma annulare had completely disappeared 
In four patients (No. 1, No. 3, No. 6, and No. 7), treatment was discontinued 


almost immediately or very shortly after apparent clearing of the skin lesions 


Patient No. 1 relapsed after one month. He developed two lesions in the sites of 


the old lesions. These lesions cleared in a month after resumption of treatment 
Patient No. 3 relapsed after a month. She developed two new lesions. ‘The lesions 
promptly cleared again in a month after treatment was resumed. Patient No. 6 
developed some recurrence in edge of three old lesions on dorsa of hands after 
bemg off treatment for two months. These lesions disappeared atter two more 
months of treatment. Patient No. 7 relapsed two months after treatment was 
discontinued. She developed two lesions in the sites of the old lesions. The skin 1s 
now nearly clear three months after resumption of treatment. In these four patients, 
the interval required for clearing of the recurrent lesions, after resumption of treat 
ment, varied directly with the time elapsed between recurrence and resumption of 
treatment 

In the remaining patients (excepting No, 9), the treatment was not discontinued 
but gradually reduced to maintenance dosage of 0.5 gm. calcium pantothenate and 
100 mg. of vitamin [. daily. In two of these, No. 5 and No. 2, after slow withdrawal 
and maintenance of the above level for several months, treatment has now been com 
pletely discontinued for four months and five months, respectively, without recur 


rence 
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COMMENT 


The clearing of the lesions of granuloma annulare in eight patients and improve 
combined with 


ment in the ninth patient treated with massive dosage of vitamin 


pantothenic aad derivatives suggests that this is an effective method of treatment 


lhe fact that relapse occurred in four patients when treatment was discontinued 
oon after apparent clearing, plus the fact that the lesions rapidly cleared again 
when treatment was resumed, support the thesis that the clearing was due to the 
therapeutic agents employed. The fact that there was no relapse in the patients in 
wes of the vitamin | 


whom the do ay 


and pantothenic acid derivatives were reduced 
lowly to the above recorded maintenance level further supports the thesis that these 


agents are effective therapeutically in patients who have granuloma annulare 


CONCLUSIONS 
Massive dose therapy, consisting of vitamin If combined with pantothenic acid 
derivatives, constitutes a safe and effective approach to treatment of patients who 


have granuloma annulare 
T OF DISCUSSION 


Welsh has presented a new therapy for a protracted 


(GODWIN DOWNING, Boston Dr 
leome. In view of his 


De. Jour 
utaneous disturbance. Asaf 


ction of diseases tor therapy with vitamin 


of therapy is always we 


e efficient method 
I. combined with pantothenic 


acid derivatives, | 
might be of interest 

as an Imitator of Various lorms « 
annua 


history of granuloma annulare 


thought a brief 

In 1893, Radeliffe-Crocker (Lupus [Erythematosus 
Urin, Dis. 1221-9 [Jan.] 1894) read before this Society at the 
He described a young man 


Dermatitis, dy Gen ] 
on lupus erythematosus as an imitator 


In this report, he mentioned a patient of 
J 


meeting in Milwaukee a paper 
lesions on the face and hands 
In 1895, the 
British Dermatological Society of London 
According to Macleod (Diseases 


» recognize it as a 


20 years old with annular 
latter (Society Intelligence, Brit 


Coleott Fox whom he had seen in consultation 
Dermat. 7:91-92 [March] 1895) at a meeting of the 
howed a girl 11 years old with a ringed eruption on the fingers 
of the Skin, New York, 


1902 


Paul Hoeber, 1921, pp 673-677), he was the first t 
Radcliffe-Crocker (Granuloma Annulare, Brit. J. Dermat, 14:1-9 
the British Journal of Dermatology and labeled this 
have been demonstrated 


think Colcott Fox's 


eparate entity In 
{Jan.] 1902) reported several cases 
Since then 


in 
a considerable number of cases 
been applied to it. I 


is good as, if not better than Crocker’ 


entity granuloma annulare 
in various continents, and a variety of names have 
ippellation of this entity, namely, ringed eruption, ts ¢ Ss, tor 


this condition is not a true granuloma 

I have seen an average of four cases a year in the past 25 years. Apparently it is not a dis 
restricted to the poor, for | have seen more cases in private practice than in the clinics 
less whimsical. Radcliffe-Crocker 


acid was incorporated. Local therapy was 
| 


acid compounds. Radi 


Phe etiology being unknown, therapy has been more or 
a mercurial plaster in which carboly 


originally used 
sulfur, and salicylic 


iodine ointment, 
produced disappearances 


used most often—todine tincture 
therapy and carbo. dioxide snow allegedly the lesions in reported 
duration disappear after a single biopsy 


Annulare; Clinical Note 


to see lesions of several months’ 
ted to Robinson (‘Treatment of Granuloma 
67:320 [March] 1953) the value of multiple incision 
starting with bismuth, sodium 
Cochrane (Granulom 


It is startling 


fact apparently sugges 

Arcu. Dermat. & 
Systemic medication has been tried by several authors, auro 
parenterally or orally 


calciferol, and other drugs given 
Dermat, 62:316-318 [July-Aug.] 1950) treatec 


with Vitamin Ek, Brit. J 
| acetate), with a cure in 9 cases 


thiosulfate 
A\nnulare; Treatment 
13 patients with Ephynal (d/-alpha-tocophers 
cases, Without success, because the patients were unable to 
therapy 


Most 


ome p 


spontaneously 


eruptions, however, disappear 
who has had lesions for five years. Inasmuc 


I have followed one patient 
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stand the expense after several months 


I used it in two 


without therapy. Nevertheless 
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as the eruption is often « f the skit 


therefore, all be grateful t Isl outlining a 
excellent results 

Dr. Evcene F. Traus, New York: Granuloma annulare 
ausation but appears at times in decidedly vary) 


ind disappear, frequently without apparent reas: 


sure we have all seen patches disappear 


after removal of psy specimen, othe 


and not return results of ther ilmost 
modalities, x-ray 1 carbon dioxid Keven 


with some success. Nevertheless 


the 


may be directly influencing 


best proof of relationship of the 
was discontinued, relapses occurred, 
again occurred. Keeping the patients « maintenan 


that some relations| Ip to the 


Welsh assumes that he stimulate vith vitamin EK, and 
formation re 


pantothenate may be an additional bi 
bee 


like materials. Safety of the 


that such natural stimulation involve no 
correct in his premise of adrenal gland 
certainly supported by the endocrine literature, I wonder whether 


obtained equally safely and more simply by giving small injector 
a very short period of time 


Granuloma annulare may be ar 
the clinical symptoms of allergi 
After withdrawal of the hormone, the symptoms ur inevitably 
Accordingly, according to Sampter, additional factors independent 
lation determine the site of the shock reaction in the allergic persor Il 
been caused to display excessive inflammatory and proliferative activity 
the persistent lesion leads to accumulation of cellular debri 
It is my understanding that both corticotropin (ACTH) 
is | ( Is (Vitamin 


ibly Dr. We 


tamed through an 


matory phase of th 
and remove cellular 
induced cortisone-like 
tissue waste removal he com i calcium pantothenate 
latter's normally 
Phe 
York Dern 
histology as confirn 
extensively both arms, back at 
quenty became confluent, forming 
developed while the patient w 
rather rapidly in the course 
nother purpos interesting 
unusually wides] and involved 
the small amount 
the tew treatment 
wWATANCE 


Dr. Welsh’s patient 


Dr. Lours H. Winer, Beverly 


a patient w 


us ervthe mate 


(Orleans 


patients expect therapy. We shoul 
e therapy that has produced su 
Is not nly a disease ft unknow! P 
tures. Furthermore, lesions appeat 
He following the performance of a simple biopsy. In fact 
lesions distant from the site may spontaneously resolv 
ivy metals such as bismutl ive heen use 
\Nelsh has presented i more pecific response vherein he 
of granuloma annulare. In his case is he point it, thi 
ific therapy is the fact that when treatment 
was again resumed, clearing of the lestor 
ce ck rea also kept then vell. further pr 
the calcein : 
w corti 1 
iuse it 1S assume 
tress. If Dr. Welsh 1 
ind in this premise he 1 
ame effect could be 
un (ACTH) control 
nd atopic dermatits 
hock tissue 
tuitary-adrenal regu 
tissue ha omehow 
vhich in the case i 
the allergic reactior 
to releve the mflan 
cavengel to cle F 
| results are not due t ; 
improved me wism tol 
vith vitamin may hasten the 
one own recently betore the : 
nul ma im lare wa accepted 
widespread eruption wu volving : 
te papular le ibse 
aped patch Phe eruption had 
itosi Phe condition cleared u 
elapsed since the use of severa : 
rticotropi ACTH) given 1 
! d ppeares I vhat i i! 
i position tate vhether 5 
the prompt remt nol hether 
t Whatever ts to be credit 
than i thre ise vith most 
es ills, Calif.: At the present time, | have at the County H : 
pital in I Whose condition was diagnosed on climeal examination a 
discoid lui sus both by our staff and by her former dermatologists at the Charit 
Hospital in New 


DERMATOLOGS {ND 


YYPHILOLOGS 


Phis patient has an eruption on the neck and hands similar to a chronic lupus erythematosus 


lwo specimens were removed for biopsy and examined microscopically. But before we reported 


the histologic diagnosis, the patient was started on quinacrine (Atabrine) and she promptly 


improved, On histologic basis, our diagnosis was granuloma annulare on both specimens 


[his suggests a similarity in the reaction to therapy of chronic lupus erythematosus and 
granuloma annulare. Likewise, there are similar histological change both conditions have 
perivascular mantling of an infiltrate and both conditions show fibrinoid degeneration of the 


llage n 


De. Asuron L. Weisu, Cincinnati: My reason for attempting use of this form of therapy in 


granuloma annulare was based on the fact which Dr. Winer has just emphasized—similarity in 


histological changes in patients with lupus erythematosus and granuloma annulare. My premise 


i if patients with lupus erythematosus responded to massive doses of pantothenic acid 


derivatives combined with vitamin [. (and I reported last year that they did so respond), then 


patients with granuloma annulare might also respond 


ince my tabulation of response, two more patients with granuloma annulare, on this form 


of therapy, have cleared completely. Therefore, the total number of patients who cleared is now 


11, instead of 9. The last patient cleared completely in one month, and she had had the disease 


Dr. Wilson has requested a recapitulation of the dosage schedule. Daily dosage of pantothent 


acid derivatives varied trom gm. in children to 10 gm. in adults. Daily dosage of vitamin E 


varied from 0.3 gm. in children to 1.25 gm. in adult 


With regard to the activity or changes which are actually produced by this type ot therapy 
there has been a great deal of recent work on pantothenic acid. In the body, pantothenic acid 


breaks down into pantethine, the Lactobacillus bulgaricus factor, and two other factors which 


are now known. These two factors, plus pantethine, constitute about 40% of “coenzyme A 
which is important in metabolic functions and which may stimetate the adrenals to form the 
teroid hormone \Iso, pantothenic acid, acting through the t’ afamus, may produce some stimu 


lation of the pituitary and increase the output of the adrenocortical hormone. Hence, with panto 


thenic acid acting through “coenzyme A” (which is necessary for the biosynthesis of the adrenal 


teroids) and through the pituitary, we obtain two forms of stimulation to adrenal activity. It 


has been shown, very recently, in animals (and humans) on pantothenic-acid-deficient diets that 


the adrenals are le able to tolerate stress and that the ability to withstand stress conditions 
increases on high pantothenic-acid intakes. Also, that the ability of the adrenal to function under 
tre is almost in direct proportion to the amount of available pantothenic acid 


In the body, vitamin E breaks down into quinones and paraquinones, tocopherol and_ to- 


copheryl quinones and hydroquinone These make up, essentially, the four-ring-structure ot corti 
one, and, according to recent worl ome of which is not yet published, they may constitute the 
“building blocl for the adrenal steroid hormones. What we are doing, then, is supplying the 


“building block and stimulating the adrenal to increased activity 


I think this is a little more rational than “artificial” o1 ubstitution” therapy with cortico 


tropin (ACTH) or cortisone because, as you know, with any substitution therapy, when the 
ubstitute is withdrawn, you are right back where you started. With pantothenic acid derivatives 


combined with vitamin E, we are attempting at least, to make the adrenal do its own job, and 


not attempting to do the job artificially 
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SOUTH AMERICAN BLASTOMYCOSIS 


Report of Case and Review of Laboratory Features 


HAROLD O. PERRY, M.D 


LYLE A. WEED, M.D., Ph.D. 
AND 
ROBERT R. KIERLAND, M.D 
ROCHESTER, MINN 


A CLINICIANS practicing medicine in the Umited States, we are apt t 
exclude from consideration as the cause of an obscure systemic fungou 
disease, the etiologic agent of South American blastomycosis. This disease pecul 
larly limits itself to the South American continent. Conant and co-authors, who 
have just recently published the second edition of their “Manual of Clinical Mycol 
ogy,’ reported only one case from elsewhere, this being from Costa Riea. For 
the past 17 months we have had under our care a patient with South American 
blastomycosis from the state of Oregon. We are reporting our experience with thi 
patient, for whatever help it may be to those called upon to handle this problem im 
the future, 
REPORT OF ¢ 

\ married white man, 32 year f age, had been in good health until 1949, when he noted 
slight shortness of breath on lying down. Later that year, during an insurance examination, a 
roentgenogram of the thorax showed small nodular densities throughout both midpulmona 
fields. Physical examinatior vealed small tender lymph nodes in the cervical region bilaterally 
He was given alternately cot s of chlortetracycline (Aureomycin) and penieilh vith the 
result that after some mont] yinphadenopathy sit The roentgenographic appearance 


of the lungs remained unchanged 


During 1950, a gradually increasing 
tation of the throat, but no lesior vere 
have grown Staphylococci, and courses « Staphylococeu 

The soreness of the throat p 1 1, and the summer o \ plaque 
developed on the tongue and buccal 1 ndividual lesions fused so thi he « mucou 
membranes became confluently involve he same time, small crusted 
the forehead, the left thumb, and tl ght b «ck. In November, 195 
site in the nasopharynx led to the diagnosis of blastomycosis. No culture 


On the basis of the patholog repot € pat vas desensitized witl 


| 
tidis vaccine during December, 1951, and sub ently was given potassium iodide orally 
end of 1951, so much of his me "\ inn d thi ing caused great pain. By thi 


patient had lost 45 Ib. (20.4 kg.) had marked generalized weakne 


Phe patient’s health continued 


wress, with extension onto the 
forehead, thumb, and buttock 
From the Section of Dermatology 
Section of Bacteriology (Dr. Weed 


sa part of the Graduate Sx 


} 
By the 
time the 
ee leteriorate during 1952. The oral lesions continued t 
| He was unable to talk above a whisper rhe lesions of 
ed im size \ single roentgen treatment was given to 
and yphilology (Dr Perr ind Kierland) and the 
ive Clinic and Mayo loundatior The Mayo Foundatior 
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had disclosed the 
exception, no budding 


tidis 


he comple 
etracycline wer 
solution of 


during October, 195 


Clinic in No 


had been employed in a in 1946, Duri 


had traumatized the hu lan ulcer witl 
he site of injury; the ] had he: pontaneously 
treatment had been giver 
Physical examination s] | mark wasting of the musculature, wi 
The vatient weighed | kg wi his usual weight was 
lifficult for him to walk ‘ pain 1 rig ip. Respiration 


Weep breathnu d tl acl all appes | ) 1 acute «i 


primarily by a granulomat act at involved tl ropharyns 


The involved are shi y marginated by a rolled border 
puncta, less than 1 1 : 1 cattered ove 
area was bathed CCESS lation of mucus (Fig 
open, and there was % f secretions tro 
| tate minute 
l em. in diameter, was located 1n tl 
smaller but similar lesions were noted overlying occiput, in t 
the right ala nasi, h he left thumb, and or e plantar surface 
was generalized minimal enlargement of the lymph 1 Hepatosplenomeg 
Initial studies included a thoracic roentgenogré 
the right lung and the right cardiophrens 
13.7 em. per 100 cc lood ythrocytes numbered nd the leucoes 
cubic millimeter, with oO phocy 55° ‘mented neutrophil 
rate (Westergt 
method) as 47 1 ! tle { IS gative result 


results of 


exudate from the ulcer 
small bud. A biopsy s om On Wi j ox x<amination 
ture I] 
of laboratory 1n 1 e problem, 
eyebrow and the left thumb, and from tl 
Symptomatic therapy included a 


function of the as decide 


South American 
ulceration The oral findiu 
with bright-red and yellow pune 
of a strawberry. (c) Numerous 
of multiple budding (hematoxs 
urrounded by a cl 
primary isolation 
blue; 400) 


ion he buds 


SOUTH IMERICAN BLASI1 WYCOSTS 
each of the lesions of the torehead and thumi vithou resu WJuring the ot 
1952, a total of 70 intravenous inject s of stilbamidnu vere giver he first dose was 150 meg 
the remaining doses being 100 mg. cac In August, two days after the last 1 ction, paresthesia 
of the middle branch of che fifth nerve developed bilateral! Prior to thi u mother bioy 
ence ot wuubly contoured, rounded bod oft ditterent ( vit i singel 
of these bodies was noted. A diagnos f blastomycosis due to B. dermati 
MM owas mack Culture of tissue taken at the time of bi psy failed t Vy growt t al 
organism 
\t of the stilbamidine therapy in August, 1952, oral courses of 20) gn f 
chlort given concomitantly with potassiur click eighty mini (4.9 ta ‘ 
satu the latter was administered three tu laily. For two and one-half weel 
the patient received, in addition, sulfisoxazole (Gantrisin) 
Phe first seen at the Mayo si! November, 1952. Additional history indicated 
usting had developed at 
ir months. No specs 
general ed VCAKTIC 
10 Ib. (95 kg It wa 
vere allow and rapid 
ee scomfort. This was caused 
es. buccal mucosa, tongue and 
EM blastomycin and histoplasmin skin tests were read as negative 48 hours after applica P 
ti howed ne abnormalitic \ «direct pota im hvdroxide preparation of erou 
i 
ind cul 
tbilitie 
e right 
avoid stilbamidine in future t ipy. Diethylstilbestrol 
PLA riON OF 
1 (a) The cutaneous lesto p isted of crusted superficial 
rs were those of erythematous granulomatous plaque tudded 
' The surface of t tongue appeared not unlike the urtace ; 
wubly contoured organisms, one of which suggests the presence 
and eosin x BOO). (d) I ome areas, oval or round bod . 
oted (hematoxvlin and eosu BOO mear from the 
contoured organisn ith multiple buds (lactophenol cottor 
of the encircled organism in Figure « ving definite connec 
with the irent cell (lactophenol cotton blue ROK 
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is given initially in doses of 2 mg. twice daily and subsequently in doses of 3 mg. twice daily 


On the 11th hospital day, 5 mg. twice daily was administered 

After 14 hospital days, the patient’s condition was essentially the same as on admissiot 
Phere had been no further loss of weight. The mouth was still acutely painful, and the skin 
lesions remained unchanged. Marked weakness was still noted. At this time, cultural studies had 
not vielded a positive result. The diagnosis of North American blastomycosis was que stioned 


in view of negative cultures and failure of treatment in the past Because no definite diagnosis 


had vet been made, a biopsy specimen from the lesion in the mouth was subjected to culture 


davs later, fine granular colonies were noted on the enriched blood agar inc ubated at 37 ¢ 
mears from this growth revealed multiple budding forms characteristic of Blastomyces 
brasiliensi lransfers from colonies in the yeast phase to enriched blood agar incubated at 


room temperature demonstrated the filamentous form of the organism Phe roentgenographi 
appearance of the thorax, the results of urinalysis the concentration of hemoglobin and_ the 
leucocyte count, including a differential count, were similar to those on admission 

Pherapy was started with sulfadiazine, 1 gm. four times daily, administered with an equal 
amount of dium bicarbonate Five days later, the patient was dismissed from the hospital 
to continue treatment with 10 mg. of diethylstilbestrol and 4 gm. of sulfadiazine a day 

Examination four days after dismissal from the hospital revealed no clinical changes in 
anv of the mucous membrane or cutaneous lesion lhe patient recognized, however, that all 
lesions were less painful. Fully clothed, he weighed 156 Ib. (70.8 kg.), whereas his last weight 
in the hospital was 141Y% Ib. (64.5 kg.) 

During the next seven days the patient noted lessening of pain in the mouth, This permitted 
him to eat and satisfy his ravenous appetite. His weight was now 166 Ib. (75.3 kg.), a 10 pound 
(4.5 ky.) gain over that of the previous week 

Cultural studies were repeated at this time, after 11 days of sulfadiazine therapy Phe cultures 
of the sputum and scrapings from the tongue were subsequently reported as showing the growth 
of B. brasiliensis Those from the uleer of the right eyebrow, previously mentioned, were 
negative for any evidence of growth. The patient was dismissed to his home to be followed 
by the referring physician. Approximately six weeks after dismissal the patient wrote that 
the lesions of the skin and mucous membrane had practically healed. He then weighed 186 8) 
(84.4 kg.) and was employed full time. His voice had become normal 


ix months after dismissal, the patient informed us that he had discontinued all medication 
because of severe gastrointestinal upset He had no complaints except slight deafness in the 
right ear. His weight was 205 Ib. (93 kg.) 

Phe patient was next seen in January, 1954, som 14 months after the first examination 


His weight of 210 Ib. (95 kg.) had been maintained for the past several months He had been 


working daily, doing heavy labor. His only complaint was that of aphonia which began again 


abruptly in September, 1953. Speaking above a whisper was now impossible No cutaneous 
lesions were present. Two small hypertrophic plaques, each about 5 mm. in diameter, were noted 
at the tip of the tongue \ number of similar lesions were present on the buccal mucosa neat 


the right angle of the mouth 
Ihe urine, the concentration of hemoglobin, the erythrocyte and leucocyte counts and_ the 
erythrocyte sedimentation rate were normal \ roentgenogram of the thorax revealed only 


the apical fibrosis noted a year previously 


\ biopsy specimen from the mouth was inte rpreted histologically as showing South Americat 


blastomycosi Cultures from a tissue specimen from the right cheek subsequently showed. the 


presence of B. brasiliensis, while cultures of the urine, from which B. brasiliensis had been 


grown a year previously, failed to show such growth on this occasion 


COMMEN 


Because of the infrequent occurrence of South \merican blastomycosis on the 
North American continent, American dermatologists are not as well ac quainted with 
the clinical and laboratory features of this disease as they might otherwise be \s 
would be expected, most of the literature on this subject originates from South 


\merica. Furtado, Wilson, and Plunkett * have reviewed this disease in its entirety 
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SOUTH 1.\ } IS 
Our study of this case brought out several features of the disease which bear 
HMM in the evaluation of future cases. -\ history of trauma was elicited only 
ught | direct questioning We presume that the port i 
Nn was this site of injury. Furtado and co-workers expressed 
nn... 2. ire the usual portal of entry and that tegu : 
rare 
| 
microscopic examination of a potassium hvdronicde 
DEE scrapings or pus often is of great help in determining the dire : 
an etiologic diagnosis cannot be mac 
Our own prelimmary examination by 
that was thought 
clinical and lack of response to medi 
lastomycosis made us doubt the validity ot our 
cultural investigation was undertaken 
Rn: very critically evaluated. Fungi seen inh 
tude Phe difficulty of classitving a sp 
for biopsy was the site of epithelial hyper 
Po ith definite multiple buds were not found, it wa 5 
1¢ basis alone vhether Vai it} 
large and small forms,’ B. brasiliensis showing 
as small forms, Histoplasma capsulatum showing 
PO Schwarz,’ or a mixture of B. dermatitidis and #1 
| 
slowly at 37 or al 
ha istomyces, lik 
some train 
which are fre 
may grow fairly well on In a tar pet 
and histoplasmosis, positive cultures have beet 
ict blood agar with HP when cultures tron 4 
on il uraud r vall e hee nevatlve 
gar medium, cultures made trom the pecumen trot 
ise Showed numerous fine granular colonies on the 6th day 
while cultures on the ime type of medium held at roon 
egan to show filamentous colonies on the day. In the 
own at 37 ( there were numerous multiple budding form q 
3. brasilien (Figure e and f Cultures incubated at gre 
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at 37 ( 


almost as rapidly as those , and the organisms were in the yeast phase. Cul 


tures of the ti 


after the first visit) showed the same features. It is apparent that if cultures are to 
be made of tissue removed for biopsy with the intent of isolating Blastomyces, more 
rapid and more reliable results will be obtained if many of the conventional media 
used for isolating fungi are replaced with the more suitable medium described herein 

There is still some controversy as to the value of the sulfonamide drugs in the 


treatment of South American blastomycosis. The improvement noted in the well 


being of this patient followed the institution « 


f sulfadiazine treatment The cause 
and-effect relationship was unmistakable. Our own experience substantiates the 
viewpoint that sulfadiazine is of value as a suppressive agent in this disease. 
Although the patient had a satisfactory clinical course, failure of sulfadiazine to cure 
the disease is evidenced by the fact that tissue cultures were positive for B. brasilien 


sis a year later. Although stilbamidine is of value in the treatment of North Ameri 


can blastomycosis, it was of no apparent benefit in our « 


ase of South American 
blastomycosi 


UMMARY AND CONCLUSIONS 


\ case of South Americar 


blastomycosis is reported. It is emphasized that a 
diagnosis of this type of blastomycosis should be 


confirmed by culture studies 
Pota 


ium hydroxide preparations and tissue sections may give suggestive evidence 
of the disease but they alone may offer an inadequate basis for a definite diagnosis 


Laboratory study of the disease is discussed from the standpoint of cultural tech 


niques and differential diagnosis of histologic sections. In this case, the value of 


treatment with sulfadiazine was evident. The improvement brought about by this 


s a cure but rather as a temporary suppressive 


drug is not to be interpreted 
effect only 
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EFFECT OF LOCAL ADRENOCORTICAL HORMONES 
ON CUTANEOUS SPREADING 


F. B. BENJAMIN, D.M.B 
AND 
THEODORE CORNBLEET, M.D. 
CHICAGO 


Ph.D. 


“A~HE PATTERNING of eruptions, the response ol the 


many other facets of cutaneous behavior depend upon the changing and change 


kin to imfection, and 


able barriers and fairways within this organ. A few imperfectly known and probably 
many unknown factors control this state of flux. These recently intensively studied 
phenomena are now generally known under the collective term ot spreading. We 
now know several factors for influencing the latter, and one of them ts the balance 


of hormones. In this it is believed the adrenocortical group plays a leading role 


The present study shows the etfects of locally placed adrenocortical hormones * on 
spreading of materials within the skin 

The influence of adrenocortical hormones on the intradermal spreading of dyes 
was first examined by Opsahl in 1949.4 She found that in the rabbit locally and intra 
venously administered adrenocortical extract inhibited cutaneous spreading. Winter 
and Flataker ° observed a similar effect in mice and rats. Benjamin, Cornbleet, and 


Grossman ' found in human experiments that intradermal spreading of dyes wa 


markedly increased by the addition of desoxycorticosterone acetate, and it’ wa 
slightly decreased by cortisone. 

Our past work was restricted to animals and to healthy young men In view of 
the fact that adrenocortical activity is markedly changed im various pathological 
conditions, it was decided to determine the normal and hormonal spreading pattern 


under various pathological conditions 


METILOD 


In all tests O.1 ce. of a 2% solution of trypan blue in saline was injected intra 
dermally in the upper part ot the subject’s back. The hormones, 5 mg. per cubt 
centimeter, were used in their commercial suspension medium preading wa 


determined 24 hours after injection 


Table 1 indicates that with the saline-dve solution there may be a decrease ot 


spreading in chronic degenerative d 


eases and an increase of spreading in collagen 


diseases. None of these changes are significant in this serie 


From the Departments of Clinical Science and Dermatology, University inois 
f Me 


* ( 


dicine 


ortise 


Desoxycorticosterone acetate (Percorte i ipplied by Ciba Pharmaceutical Products, fh 


+t References 


RESULTS 
pany 
2) 3, and 4 


o in Table 1 is shown the effect of cortisone on this spreading pattern, and it 
is seen that in the control group the addition of cortisone decreases spreading. This 
effect is reversed in malignant tumors and in collagen diseases, and it is restored 
to normal again after corticotropin (ACTH) therapy in disseminated lupus ery 
thematosus. In Table 2, the same series is presented in a different way, by giving 
the number of subjects in each group in whom the addition of the hormone caused 
an increase or a decrease over the saline spreading of the same subject. Here we 
note the same differences as in Table 1 but also the exceptions to this pattern of 
| /ntraderma preading*® of Trypan Blue 7 Per Cent m Tsotont dium Chloride 
Desoxycorti 
No. of eosterone 
Subjects Diawne Saline Cortisone \cetate 
10 Control ] 
18 Malignant tum 18 1.8 
Collager {isease OR 1s 9 
Disseminated lupus erythemato ~ 9 


Disseminated lupus erythematos 


ift corticotroplr 
Tota 
- Tm preading afte { hours is given as the mean diameter in mm 
4 Tuberceulo cardi cular disease, gastrointestinal disturbances, and blood dyserasias 
t Biopsy proved 
Rheumatoid arthritis, polyarteritis, dermatomyositis, and scleroderma 
Two of these case ire also in the preceding group 
Paste 2.—Effect of Cortisone and Desoa wrticosterone Acetate on Intraderma preading 
Desoxycorticosterone 
Cortisone, Acetate 
me pr r my per 
Subjects * Diagnosi nerease Decrease Increase Decrease 
10 Control 1 9 10 0 
| Various chronie diseases 
18 Malignant tumors 16 
i Collagen disease 19 
4 Lupus erythemate 
Lupus erythematosus alter corticotropil ( 0 
*'The figures give the number of subjeets in whom the addition of the hormone ca ised an increase or a 
decrease over the saline pattern 


cortisone spreading. The reasons for these exceptions are unclear to us at present. 
\pparently they are not due to « xperimental errors because in some cases the tests 
were repeated several times and the results remained essentially unchanged. In the 
columns farthest to the right the effects of desoxycorticosterone acetate are shown. 
Table 1 shows in all groups an increase with desoxycorticosterone acetate over that 
of the saline alone, but the group differences of this increase are not significant 

lable 2 shows that there are again exceptions to this general reaction pattern 
\fter repeating these tests we came to the conclusion these exceptions may be due 
to experimental error 

In addition to the above series we observed the effect of hydrocortisone in eight 


patients with collagen disease ( ily cases were selected nN whi h cortisone caused 


484 


A 


DCA. 


q 
Saline 


Fig. 2.—( 
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EFFECT / HORMONI] ¢ INE OI PR] 
ig. Cortisor (Compound de ease neen trypan blue n the norma kin 
lesoxvcorticosterone acetate (ICA) inert t 
4 ae? 
fay 
Saline 
é 
4 
ortisone (Compound | increases the spread of trypan blue in system pu 
a 
gyms hydrocortisone (Compound F) decreases it | 
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a marked increase of spreading. In these hydrocortisone caused a marked decrease 


in all cases. igure shows a patient in this series with the spreading of trypan 
blue under the influence of cortisone, saline, and hydrocortisone.4 

If 0.05 cc. saline and dye, cortisone and dye, and hydrocortisone and dye are 
each dropped at separate places on blotting paper the spreading pattern of both hor- 
mones 1s larger than that of saline. This may indicate that the physical effect (per 
haps decreased surface tension) of the hormones is shown. This is the etfect of 


cortisone in the skin, where, presumably, when locally used it is blocked and pre 


vented from being transformed to hydrocortisone. These results may be looked upon 
as indicating that increased spreading is a physical phenomenon, whereas decreased 


spreading, as with hydrocortisone, is a biological one. 


COMMENT 


If we assume that hydrocortisone is the peripherally active metabolite of cortisone 
these findings might have two interesting explanations 

1. The amount of hydrocortisone produced by local application of cortisone is 
considerably less than the amount available by direct introduction of hydrocortisone 
Lhus, the difference of action is one of concentration 

2. In “collagen diseases” the conversion of cortisone to hydrocortisone may be 
blocked, or enzymes are lacking to effect the change 

It is not considered justifiable to draw further conclusions at present. Further 
study, however, may lead to a better understanding of the way these hormones act 
therapeutically 

Sulzberger § thinks it probable that there are absent in the skin activators which 
change cortisone mto something locally effective, or that there are present in the 
skin cortisone-inactivators which inhibit the local beneficial effects. He implied he 
possessed supporting data for this belief. The local effectiveness of hydrocortisone as 
against the failure of cortisone would seem to confirm further hydrocortisone’s 
peripheral mediating action for cortisone. In the normal person cortisone decreases 
spreading. If we assume such subjects possess activators for cortisone in the skin, 
then it would seem our patients with collagen disease had insufficient amounts or 
none at all of such facilitating materials. Thus cortisone increased spreading in such 


patients, while hydrocortisone decreased it, just as it does in normal subjects 


SI 


MMARY 


1. As compared to normal subjects, there appears to be a tendency of decreased 
spreading of a saline solution of trypan blue in chronic degenerative diseases and an 


increase in collagen diseases 


) 


2. Cortisone tends to decrease intradermal spreading, but this tendency 1s 


reversed in patients with malignant tumors and patients with collagen diseases. In 


three cases of disseminated lupus erythematosus under treatment with corticotropin, 
cortisone-spreading changed and approximated that for normal persons 
3. Desoxycorticosterone acetate causes in almost all cases an increase of spread 


ing, and this result is not influenced one way or another by pathological conditions 


t Hydrocortisone was supplied by G. D. Searle & Company [Fadrenal] and by Merck & 


Company, In 


§ Sulzberger, M. B., in discussion on Hiteh.' 
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4. Hydrocortisone decreases spreading even when cortisone causes an increase, 


as in patients with collagen diseases. This may indicate hydrocortisone 1s the mediat 


ing or effector substance formed from cortisone, and that the skin may have blocking 


agents to prevent the conversion of cortisone to hydrocortisone or be lacking in 


activator substances to effect this change 
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SYNDROME OF PEUTZ (MELANOPLAKIA AND SMALL 
INTESTINAL POLYPOSIS) 


Observations with Special Reference to the Oral Pigmentation 


MILLARD A. TROXELL, M.D 
CEDAR RAPIDS, IOWA 


NI hILANOPLAKIA—a brown-black oral mucosal pigmentation—is literally a 
4 ‘black plate,” and by definition the pigment need not be melanin. It has been 
deseribed under various terms but most probably is a lentigo, Although opinions 
differ, the red free margins of the lips are herein considered as mucous—rather 
than cutaneou 

Melanoplakia is physiologic in Negroes, frequent in yellow and brown races, 
and relativel Irequent in white person with “dark” complexion It also has been 
associated \ (1) local factor Wie luding heavy metal J foods, dental abnormal 
ties, loreign bodies, dyes, acids, gases, and drugs; (2) radiant energy, especially in 
the ultraviolet: range; (3) malignant growths, including lentigo 
mahygna—7% of malignant melanomas arise from an initial lesion in the oral 
mucosa; (4) Vstenin di CASES luding \ddison’s disease, Cae hexia, carcinoma 
tosis, diabetes, hemochromatosis, hyperthyroidism, tuberculosis, malaria, Niemann 
Pick disease, hepatic diseases, pancreatic diseases, gynecologic diseases, and rarely 
pernicious anemia, pellagra, sprue, and Gaucher's disease, and (5) dermatologic 
diseases, especially those with marked cutaneous pigmentation.* During the past 
two years [| have observed melanoplakia in white adults with acromegaly (1), 
\ddison's disease (2), erythroderma (2), neurofibromatosis (4), systemic lupus 
erythematosus (2), and porphyria (2). In addition, | have observed it in approxi 


mately 30 white patients with minor cutaneous disturbances. 


In spite of recent advances, cutaneous melanogenesis is not clearly understood 


Briefly, cutaneous melanin is produced under appropriate stimuli (whether extrinsic, 
Intrinsic, Or a combination thereof) by special epidermal cells (whether preexisting 
or newly formed under such stimuli). In general this applies to oral melanogenesis, 
but a few points should be emphasized 

In 1903 Adachi reported his demonstration of pigmented dendritic cells in the 


t 


clinically nonpigmented buccal mucosa.'! In 1927 Becker + reported microscopic 
Histopatholog tudies « he intestinal les were made by J. Fk. Noble, M.D., Director, 
Department of Pi ogy, An r Hospital 
lormerly, medical fellow, the University imesota, Division of Dermatol 
Michelson, M.D., Director, and Ancker Hospital, $ aul, Department of Dern 
Madden, M.D., Director 
\bridgement of a portion « esis submitted by D1 oxell to the Faculty of the Graduate 


hool of the University of Minnesota in partial fulfillment of the requirements for the degree of 


Master of Science in Dermatology and Syphilology 
* Reference 


t Reference 


{ 
2 and 13 and personal communication to the author, May 16, 19 


VENT 
epidermal pigmentation in the clinically nonpigmented buccal mucosae in 74 

53 unselected autopsies on white patients. He stated that dendritic 

expected in 70% of specimens taken from the buccal mucosa, and this is a ck 
relation. In 1948 he stated, and recently reaffirmed, that the only evidence of trans 
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ference of melanin from melanoblasts to epithelial cells has Leen in_ the 
mucosa. The oral vestibule (which includes the lips) and the epithelial hyp 
are derived from adjacent portions of the embryonic oral membrane 

Oral pigmentation has been stressed particularly in the congenital ectodermos¢ 
(neurocutaneous syndromes; phakomatoses ). .\lthough the syndromes of Albright 
Fanconi, aurence-Moon-Biedl, Marfan, and well as others 
might be included, the “phakomatoses” at least include the following =: (1) von 
Recklinghausen’s neurofibromatosis; (2) Bourneville’s tuberous sclerosis; (3) 
Sturge-Weber’s cerebral and trigeminal angiomatosis; (5) Wilcox’s melanomatosis 
of the skin and central nervous system; and (6) Peutz’s syndrome of melanoplakia 


and small intestinal polyposis 


rHE SYNDROME OF PI 


American medical profess n has become aware of the Peutz 
largely as the result of the excellent work of eghers and his associate 
described, there are but two essential features: melanoplakia and small 
polyposis. Subsequent reports have attempted to establish additional criteria, such a 
an appropriate family history, the appearance of the pigmentation at birth or in 
early childhood, and the occurrence of pigmentation of vps in other location 
While it is convenient to have such other findings, to imsist upon any one would 
exclude cases reported and accepted as examples of the syndrome. For example, 
family histories have been lacking in many of the reports, and such cases have been 
considered sporadic 

In 1896 Hutchison recalled a report of the first case of thi yvndrome, but it 
was not until 1921 that Peutz ** first recognized and described the syndrome. He 
reported a father, mother, seven children, and two aunts who showed pigmentation 
in the oral mucosa and skin; three of them had nasal and intestinal polyposis, and 


one had pigmentation in the rectum, In 1946 Touraine and Couder reviewed the 


literature and reported 31 cases, including one of their own. In 1949 Jeghers and hi 


associates || reviewed the literature and summarized the number of ca 
at that time as 22 proved, 5 probable, and 4 possible 10 of the case 
own. In 1951 they stated, “Four additional cases have been seen since our la 
report” (presumably by them ) Subsequent Cast reports § bring the total number ot 
cases to 38, provided one consider Jeghe rs’ total as 26 and include the case here 
with reported 
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\ 77-year-old white Norwegian man was seen at Ancker Hospital on March 3, 1952. He 
first noted pigmented spots on the lips, together with alternating constipation and arrhea, u 0 
nd had beet in remarkably good ysical condit His previ medical 
ere not contributor Py lia ifter pital admi n he passe i 
16 
19 
19 x 
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In summiar inother case probably the 38th-—-ot oral pigmentation ociat vit mall 
Intestinal polyp reported. The T eatures are of special interest 

| the ole t patient rey 1 late (77 cal ) 

a 3 the first reported with a fair complexior 

He as probably the sixth reported to have supervening maliynancy in a pe ly} 


1. He probably presents the greatest number of malignant polyps reported to date (4) 


lhe duodenal polyp is noteworthy 


HISTOPATHOLOGY OF ORAL MELANIN PIGMENTATION 


Phe normal buccal mucous membrane shows a slight degree of epidermal pig 
mentation, which is largely confined to dendritic cells in the basal layer. In \ddiso 
nian melanoplakia it occurs in nearly every cell of the basal layer, and « xtends to the 
urface largely in capping form.# The “vertical band formation” reported as char 
acteristic of the syndrome of Veutz has not been microscopically contirmed, and 
might well be identical with Becker's capping form or the columnar arrangement 


? 


which | have observed in physiologic melanoplakia (lig. 3). The grossly stippled 
appearance reported in Peutzian melanoplakia * is certainly observed in physiologic 
melanoplakia (Fig. 4). Furthermore, Jeghers’ biopsy was of a palmar lesion, and 
palmar lesions are not an essential part of the syndrome. leven if they were, it can 
not be assumed that oral and cutaneous lesions would show a comparable histo 
pathologie picture 

\re these pigmented spots ephelides, lentigines, or nevi? Cutaneous lentigines 
are reportedly distinguished from ephelides by an increased amount of pigmenta 
tion, increased number of dendritic cells and proliferation of the rete pegs, and from 
nevi spili by the absence of nevus cells.t Such distinctions are doubtful in the oral 
mucous membrane, where a relatively great number of dendritic cells § and high 
papillae“ are normal. Although not supported by biopsy, Pusey’s prediction ** that 
histologic examination would present a normal appearance except for pigment in an 
“abnormal” location is correct 
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1 A. ARCHIVES OF DERMATOLOGY AND SYPHILOLOG!) 


Physiologic melanoplakia. Photomicrograph from the lower lip at the moist-dry 

punetior ection 6 thick; hematoxylin and eosin 430) 40 me hight filter The patient is a 
ilthy, fair-skinned, dark-haired, blue-eyed, 25-year-old white man of Swedis \merican origi 
Most of the basal cells contain pigment granules. The pigment granules also extend to the surface 
ina columnar formation from the top and sides of the papillae. The clear cells are increased in 


number, but not in proportion to the amount of pigment observed. There is irregular acanthosis 


ind papillomatosis. Pigment-laden chromatophor are seen in the cuti 


hig. 4.——Physiologic melanoplakia. The patient 1s a healthy, fair-skinned, dark-haired, blue 
eyed, 28-year old white man of Swedish-American origin. In addition to the prominent spot on 
the lower lip, many smaller spots can be seen on both lips. Biopsy was not permitted 
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Melanoplakia simply represents increased basal layer pigmentation It may or 


may not show the following: downward proliferation of the rete pegs; significant 
increase in the number of clear cells; pigment granules in the er epidert 
whether scattered, or extending to the surface in columms of 


granules or clumps in the dermal chromatophores 


PREATM! 


Relatively few persons with melanoplakia are sufficiently concerned to seek med 
ical attention, Those who do, however, are entitled to biopsy of the lesion im que 
tion; there have been several reports of malignant lesions which were benign in 
appearance, and of malignant transformation of previously benign lesions. An 
excision biopsy should be performed to forestall possible criticl if tor no other 
reason This would execlule Pus recommended treatment y ireezing tot 
seconds with solid carbon dioxide (which incidentally he had not emploved , and 
the application of phenol followed 20 seconcs by 95% alcohol 


The lesion should be excised with a small, curved seis Iclectrosurgery 1 


applied to the site, both to stop the hemorrhage and diminish the possibility ot 


recurrence \ small red spot may result, but this is 1 noticeable than the original 


lesion. This pot becomes less prominent or pes completely within a Cal 
UMMARY AND CON 
Pigmentation of the lip and other oral mucosae 1s often ra al or physiologi 


\Ithough adequate confirmation is lacking, the pigment is generally conceded 
| 


to be melanin, which is produced by a special epidermal cell of undetermined origin 


\ multitude of external or internal factors, or combinations thereot, may stimu 
late or influence the production of pigment 

Che oral pigmentation is commonly unrecognized or disregarded by both patient 
and physician 

It is asymptomatic and may occur at any age 

It is rarely a direct diagnostic aid, but may indicate the need of search for 
trointestinal polyps 

Biopsy 1s advisable, followed by elec irgery to the site of excision 
metic results are excellent 


ADDENDI 


\n additional case was reported after this paper was submitted for publication 
(Bruwer, A 
eralized Intestinal Polyposis | Peutz-Jeghers Syndrome], Proc. Staff. Meet 
Clin. 29: 168-171 [March 24] 1954) 
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ERYTHEMA ANNULARE CENTRIFUGUM (DARIER’S) 
Clinical and Histologic Study 
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OLCOTT FOX,' in 1891, under the title of erythema gyratum perstans, 

described an infrequent disorder of the skin of which the essential character- 
istic was persistent annular erythema. In 1908, Wende* assembled several cases 
and published, under the title of erythema figuratum perstans, a complete and 
detailed account of an entity characterized by persistent erythematous lesions with 
annular, circinate, and gyrate forms. Between 1891 and 1916, many writers described 
cases under different titles of which the essentiality was persistent annular erythema 
similar to, if not the same as, Wende’s disease. 


In 1916, Darier * described a persistent annular erythema under the title of 
erythema annulare centrifugum and maintained that it was a distinct entity, different 


from Wende’s erythema figuratum perstans in that erythema annulare centrifugum 
was a “dry” disease, whereas Wende’s erythema figuratum perstans showed evi- 
dence of vesiculation. Darier’s title has become the more popular one for the per- 
sistent annular erythema group of diseases as evidenced by the titles of cases pre- 
sented at dermatologic meetings. Since 1916, two new titles have appeared by 
Jadassohn * and Strempel ® for diseases which seem to be clinically similar and are 
probably variants of Wende’s and Darier’s disease. There is another type of related 
disease described by Lipschitz ® as erytherna chronicum migrans, which we think 
may be distinct from the persistent annular erythema of Wende’s and Darier’s 
disease. Moreover, the etiology of Lipschtitz’s disease has been reported as being 
due to insect bite in several cases, whereas in the true persistent annular erythema 
of Wende and Darier the etiology is usually unknown. 

In the cases described by Darier, there was no vesiculation, scaling, or lamina- 
tion. Darier thus could not accept the cases of Wende and others, but the other 
features are so similar that they are all probably the same disease with slight clinical 
variations. Graham and Throne‘ in their article in 1930 described the vesicular 
type of Darier’s erythema. Butler,* in 1932, gave a review of the literature on 
Darier’s disease and presented a case. . 

Guichardot ® reported two cases of erythema annulare centrifugum in 1951. In 
one patient the general physical findings were negative, and the other patient had 
pulmonary tuberculosis, but there may have been no association between the two 


Read before the Seventy-Fourth Annual Meeting of the American Dermatological Asso- 
ciation, Inc., White Sulphur Springs, W. Va., April 16, 1954. 
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diseases. Orbaneja and Vivancos,’® in 1952, reported this disease in a 6-year-old 
boy and in making the differential diagnosis they considered the possibility of lep- 
rosy, but laboratory tests disproved this diagnosis. The biopsy showed vascular dila- 
tation, with perivascular chronic infiltrate and with some edema in the papular and 
the subpapillary areas. Gammel *' in 1952, reported a case of erythema gyratum 
repens (which apparently is a variant of erythema annulare centrifugum) associated 
with cancer of the breast. The eruption disappeared after treatment of the breast 
cancer. 

Jillson and Hockelman,’* in 1952, suggested that some forms of erythema 
annulare centrifugum are dermophytid reactions. They found that the chief patho- 
logic characteristic was a focal infiltration of lymphocytes which was perivascular 
and periappendageal. We think that a superficial noninfiltrated type of erythema 
annulare centrifugum may occur as an dermophytid reaction to fungous infections 
of the hands and feet. Histologically, usually these reactions are so superficial that 
they do not show a very characteristic histologic picture. In addition there may be 
some inter-and intracellular edema of the rete cells with microscopic vesiculation 
of the epidermis. Stillians,’* in 1953, discussed the occurrence of erythema annulare 
centrifugum with internal cancer and internal diseases. He stated that this disease 
may also be associated with mild infections. He did not discuss the histopathology. 

The list of the different names given emphasizes the slight variants in the differ- 
ent authors’ cases for this characteristic persistent annular erythema. 


CLINICAL FEATURES 


A diagnosis of erythema annulare centrifugum was made in 6 of 14,000 private 
patients, an incidence of slightly less than 4 in 10,000 patients, or approximately 1 
in 2,400 patients. 

Both sexes are affected, with a slightly increased incidence in the male. The 
disease seems to be one of the middle-age group, as 50% of the cases occurred in 
the 30- to 50-year group, although some of the cases reported started in early child- 
hood. The average duration of the eruption is usually three years, some cases per- 
sisting 20 to 30 years, despite any and all modes of therapy. Bismuth, x-rays, and 
ultraviolet rays have been reported as giving fairly good results, but many cases are 
resistant to all forms of local and internal therapy. 

The sites of the lesions are not confined to any particular area. The face, trunk, 
and extremities are affected, and in many cases generalization occurs. The trunk 
has been the site of predilection in our cases. There is no symmetry of lesions, and 
the hands and feet are rarely involved, in contrast to erythema multiforme. 

The morphologic picture of erythema annulare centrifugum is that of a persistent 
erythema characterized by annular, circinate, gyrate, and serpiginous lesions. It 
commences as a small erythematous papule that enlarges slowly or rapidly, clears in 
the center and spreads peripherally to form well-defined annular lesions. The outer 
part of the advancing edge is erythematous and slightly raised, while the inner half 
usually is light yellow to brown and may have slight scale or desquamation and 
rarely superficial crusting. In some of the cases described by Wende and others 
(Klaber ** as well as in some of our cases), minute vesicles and/or crusting may be 
seen on the advancing border. The annular lesions often coalesce to form gyrate, 
serpiginous, and bizarre zigzag lesions. Extension of the lesions is variable, but the 
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A, M. A. ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


chronicity of the lesions with new ones forming as old ones are disappearing makes 
a characteristic picture. The plaques vary from 1 cm, to 50 cm. in diameter, with 
an active border 2 mm. to 1 cm. in width or occasionally wider. 

Clinically, erythema annulare centrifugem must be differentiated from lupus 
erythematosus, chronic urticaria, erythema multiforme, fungous infection, granuloma 
annulare, leprosy, parapsoriasis en plaque (premycotic mycosis fungoides), early 
lymphomas, unusual forms of pityriasis rosea, and possibly other dermatoses. 


HISTOLOGY 


Lever *® has suggested that histologically three cutaneous diseases may show a 
well-defined “collarette” infiltrate in the cutis. These are subacute and chronic dis- 
coid lupus erythematosus, secondary syphilis, and lymphoblastoma cutis. 


Histologic Differentiation 


Lupus erythematosus 


Secondary syphilis 


Lymphoma cutis 


Erythema multiforme 


Epidermis 


Plugging 

Atrophy 

Edema, especially basal 
layer with liquefaction 
degeneration 

Usually shows moderate 
acanthosis 

Mild edema 

Some exocytosis 


Essentially normal or 
atrophic 


Edema to vesiculation 


Dermis 


Altered collagen—dilated capillaries 
Dense perivascular and periappendigeal 
infiltrate; mainly small monocytes 


Collagen normal 

Dense perivascular infiltrate; some 
diffuse lymphocytes; variable number 
of plasma cells 


Collagen normal 

Dense perivascular collections of 
lymphoma cells lymphocytes, mono- 
cytes, reticular cells . 


Collagen normal 


Edema in upper Cutis; subacute 
infiltrate; lymphocytes, polymorpho- 
nuclear neutrophiles and eosinophiles 

Nuclear debris 

Collagen normal 

Dense perivascular infiltrate of small 
monocytes in relatively small nests 
or bands 

No nuclear debris 


Essentially normal or 
slight edema 


Erythema annulare 
eentrifugum 


While examining various slides from inflammatory dermatoses, we observed 
a well-defined collarette infiltrate consisting mostly of small mononuclear cells con- 
sistently occurring in sections from erythema annulare centrifugum. 

{n erythema annulare centrifugum, the epidermis is essentially normal. In spite 
of clinical evidence of scaling and occasionally superficial vesiculation, there may 
be in the latter cases only slight evidence of a dry crust or mild edema of the epider- 
mis. Usually there is only a mild intracellular edema and no thickening or acanthosis 
of the epidermis. The striking features are in the cutis and the well-defined peri- 
vascular collarette infiltrate of small mononuclear cells which stands out in bold 
relief in an otherwise normal-appearing cutis. The collagen is not edematous and 
shows no tinctorial or morpholigic changes. The discrete perivascular infiltrate 
is located principally in the upper and middle cutis, This infiltrate may also be 
localized around the appendages, but this is not a striking feature. 


HISTOLOGIC DIFFERENTIAL DIAGNOSIS 


Histologically, erythema annulare centrifugum must be differentiated from 
chronic discoid lupus erythematosus, secondary syphilis, lymphatic leukemia cutis, 
and papular erythema multiforme. Lupus erythematosus can usually be ruled out by 
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epithelial changes, i. ¢., atrophy, plugging and—in the more acute forms—edema 
of the basal layer. The infiltrate,in lupus erythematosus occurs in larger perivascular 
areas and is usually in well-defined periappendageal zones. The infiltrate consists 
of dense small mononuclear cells with an occasional reticulocyte. In contrast, in 
erythema annulare centrifugum the epidermis is essentially normal, and the infiltrate 
in the cutis occurs in smaller zones or bands and is less likely to be periappendageal. 
The infiltrate may seem to be less periappendageal in this disease because there are 
usually few hair follicles present and the infiltrate usually does not extend down to 
the zone that contains the sweat glands. 


In early syphilis, especially in the papular forms, the epidermis also shows some 
involvement, with moderate increase in width and slight acanthosis, also usually 
mild evidence of edema and slight exocytosis. There is some perivascular cellular 
infiltration in the upper cutis as well as in the lower cutis. The infiltrate is composed 
mainly of small lymphocytes and, at times, a variable number of plasma cells. In 
papular secondary syphilis there is a “coat-sleeve” perivascular patchy infiltrate 
in the superficial and deep corium, and in addition there may be a diffuse scattering 
of cells. The infiltrate consists of lymphocytes and plasma cells, but the latter may 
not be sufficient in number to be of diagnostic significance. In lymphoblastoma, the 
infiltrate is usually denser, and only in the chronic lymphoid type is it composed 
purely of lymphocytic cells. Later one may see evidence of malignant growth in 
the variation of the type of cells or in the presence of mitosis. The lymphocytes 
seem to invade and grow between the collagen fibers. 

In the histologic differentiation between erythema annulare centrifugum and 
erythema multiforme, only the papular and macular forms of the latter should have 
to be considered because in erythema annulare centrifugum, even when there is 
clinical or histologic vesiculation or crusting, one never sees the large vesicles or 
the evidence of edema which may occur in the vesicular or bullous forms of erythema 
multiforme. In fact, even in the papular form of erythema multiforme there is 
usually more evidence of edema in the epidermis and in the subepidermal layer of 
the cutis than in erythema annulare centrifugum. The infiltrate is polymorphous 
in erythema multiforme. In erythema annulare centrifugum the infiltrate consists 
mostly of small mononuclears, whereas in erythema multiforme one is likely to see 
besides the lymphocytes, a fair number of polymorphonuclears and eosinophiles. 
In erythema multiforme, there is usually some nuclear debris present in the infiltrate 
but there is usually no nuclear debris found in erythema annulare centrifugum. His- 
tologically, in the very superficial type of erythema annulare centrifugum one may 
have to rule out such diseases as lichen striatus, toxicodermatoses and similar cuta- 
neous diseases, but this applies only to the very superficial noninfiltrative forms. 


REPORT OF CASES 


Case 1 (Figs. 1 and 2).—Mrs. M. M., aged 31 years, was first seen in November, 1948, 
complaining of an eruption which first appeared in 1946 on the body after a severe sunburn, 
When she was first seen by us, there were two large annular plaques in center of cheeks, with 
some smaller ones on the sides of her face and on her nose. In the last few weeks she had 
developed plaques on lower back and arms. The lesions on cheeks had an active slightly infiltrated 
border of about 1 cm., and seemed to show plugging, atrophy, and adherent scales. The patient's 
temperature was normal. The blood picture showed a mild leucopenia, 3,650 to 4,500, with a 
differential count of 33% polymorphonuclear neutrophiles, 56% lymphocytes, 5% eosinophiles, 
and 5% monocytes. Since 1948, patient was given many forms of local therapy plus injections 
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Fig. 1 (Case 1, Mrs. M. M.).—Annular configuration and the distribution of the lesions on 


the exposed areas similar to subacute disseminating lupus erythematosus. 


Fig. 2—The epidermis is essentially normal. Extending throughout the dermis there is a 
perivascular infiltrate of small mononuclears in well-defined narrow bands (100 to 300 » wide). 
Medium power; x 70. 
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Fig. 3 (Case 2).—The epidermis is essentially normal. In the dermis there is a perivascular 
lymphocytic infiltrate extending about two mm. below the epidermis. Note the tendency of the 
lymphocytic infiltrate to form well-defined narrow bands or strands; x 100 


_ Fig. 4 (Case 2).—High power magnification. Shows in more detail the type of infiltrate con- 
sisting mostly of small mononuclears (lymphocytes) with relatively few reticuloendothelial cells. 
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of bismuth, mixed tocopherols, liver preparation, and vitamin B complex, but she continued to 
develop new lesions. Physical and laboratory findings were essentially negative. The eruption 
cleared completely, with no residual lesions during last trimester of her pregnancy in 1949 and 
again in 1951 during her second pregnancy; since then there has been no recurrence. The chil- 
dren were normal, Patient is definitely light-sensitive. Clinically the eruption suggested dis- 
seminating subacute lupus erythematosus and was so diagnosed by several well-trained dermatolo- 
gists, but three biopsies ruled out this diagnosis and confirmed the diagnosis of erythema annulare 
centrifugum. The patient has remained well to date (September, 1954), 

A biopsy specimen (Fig. 3) from a 2-cm. lesion on the hip showed an epidermis which was 
slightly thicker than normal and a slight amount of intracellular edema. A few areas showed 
slight crusting. Just below the papillary layer, there was a discontinuous zone of monocytes, 
principally lymphocytes, and a similar light perivascular infiltrate throughout the rest of the cutis. 
Biopsy examination of a specimen from the left shoulder showed areas of slight atrophy of the 
epidermis with some intracellular edema of the basal layer resembling that seen in moderately 
acute lupus erythematosus, Throughout the epidermis there were small bands of perivascular 
lymphocytic infiltrate, most of which were not periappendageal. Although in this section the 
epidermal changes were suggestive of moderately acute lupus erythematosus, the deeper infiltrate 
was not compatible with this diagnosis. 

Case 2.—-Mr. A. L., aged 34, was first seen in February, 1949, complaining of an eruption of 
two weeks’ duration. On his back there were two oval erythematous, slightly infiltrated edema- 
tous plaques. One was about 2 by 4 cm., and the other was about 5 cm. in diameter. The larger 
one showed central yellow clearing and a 2-cm. active, erythematous, infiltrated, nonscaly border. 
Biopsy specimen was taken from the border. The lesions were given 12 weekly roentgen ray 
treatments of 60 r each through 0.5 mm. of aluminum; after this the plaques involuted, but 
there was a tendency toward recurrence. During the treatment the patient also received, for a 
rheumatic condition, 2 gm. of chlortetracycline (Aureomycin) a day for two weeks, with essen- 
tially no change in the skin lesions. When he was seen in August, 1949, his eruption had dis- 
appeared, and when he was last seen in July, 1952, there had been no recurrence of his erythema 
annulare centrifugum, 

Histologic examination (Fig. 4) showed a thin epidermis, but the pegs were still present. 
There was no edema of the epidermis. In the subpapillary layer and throughout the cutis there 
were well-defined areas (up to about 300 » wide) of infiltrate consisting of small monocytes. 
The dense, predominately lymphocytic infiltrate was suggestive of an early lymphoma but was 
more characteristic of erythema annulare centrifugum. 


COMMENT 


In Case 1, the clinical picture and laboratory studies suggested disseminating 
subacute lupus erythematosus, but the histologic picture from three biopsies was 
compatible not with this diagnosis but with the histopathology of erythema annulare 
centrifugum. Case 2 showed a typical picture clinically and histologically of erythema 
annulare centrifugum. Butler’s* histologic description (“Histologic examination 
showed an epidermis which was essentially normal with a slightly lamellar hyper- 
keratotic scaling. There was a rather marked lymphocytic infiltrate in the papillary 
and subpapillary portions of the cutis, which was arranged particularly along the 
horizontal blood vessels. The infiltrate was not specific in type, but did not contain 
plasma or giant cells”) illustrates the histologic picture which we are presenting 
as diagnostic of erythema annulare centrifugum. We would substitute the words 
“that the infiltrate is characteristic or rather specific” for Butler’s words “the infil- 
trate is not specific” for the histologic picture of erythema annulare centrifugum. 

The important question on terminology is whether the noninfiltrated forms as 
described by Wende, Jillson and Hoekelman, Gammel, and others are the same 
disease as the infiltrated forms described by Darier and Butler. Our Case 1 is an 
example of the noninfiltrated type, while Case 2 is typical of the infiltrated form. 
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Our studizs suggest that they show a similar histologiz picture. In the infiltrated 
form, the histopathology is rather diagnostic, about as diagnostic as the histology 
of lupus erythematosus, secondary syphilis, and similar inflammatory diseases. From 
the clinical point of view, the evidence suggests that erythema annulare centrifugum, 
especially the superficial type, is a toxicodermatosis and may at times be an epider- 
mophytid reaction. The presence of some scaling or even slight crusting at the inner 
edge of the active border is rather characteristic of erythema annulare centrifugum. 


SUMMARY 


After a review of the literature on the persistent annular erythemas usually 
called erythema annulare centrifugum, we concluded that this disease had been 
reported under a variety of names. Clinically, the picture may be fairly character- 
istic, showing annular plaques which migrate slowly; the lesions may show some 
scale or very superficial crusts at the active borders, and there is no definite predilec- 
tion as to age and sex. The condition tends to be chronic and the response to therapy 
is variable, although roentgen ray treatment frequently gives good results. The clin- 
ical picture may be variable and may be a difficult diagnostic problem. 

After a study of the histologic picture from 15 cases, we arrived at the conclusion 
that the histology of erythema annulare centrifugum is usually quite characteristic, 
showing an epidermis that is essentially normal or with variable evidence of edema 
and scale. In the cutis there is usually a mild subepidermal nonspecific infiltrate 
but in the mid and deeper cutis there are narrow zones of small mononuclears which 
are perivascular but usually not especially periappendageal. There is usually no 
nuclear debris. 

CONCLUSIONS 


Erythema annulare centrifugum is apparently a toxicodermatosis and the non- 
infiltrated forms have been reported as “id” reactions due to epidermophytosis, 
breast cancer, infections, and other diseases. 

The histologic picture of erythema annulare centrifugum is usually diagnostic, 
especially if the lesions clinically are infiltrated. The histologic picture of the macular 
forms may be less diagnostic. 


8, E. Madison St. (2). 
ABSTRACT OF DISCUSSION 


Dr. Cart W. Laymon, Minneapolis: The subject of the persistent, annular erythemas is 
difficult since these disorders are extremely uncommon and little is known concerning their 
cause. In a recent article in Der Hautarzt, Sonck discussed various etiologic theories (too numer- 
ous to mention), with special reference to the endocrines. He studied a woman with erythema 
annulare centrifugum whose lesions stopped progressing premenstrually, only to start enlarging 
at the onset of the menses. No definite conclusions were drawn. 

In my opinion, many cases of chronic annular and gyrate urticaria, certain eruptions occurring 
in patients with carcinoma, atypical erythema multiforme, and dermatitis medicamentosa of the 
fixed type are diagnosed incorrectly as erythema annulare centrifugum. 

Dr. Ellis stated the probability that erythema chronicum migrans differs from the other 
persistent, annular erythemas which he grouped with erythema annulare centrifugum. I agree 
with this view. Hellerstrom and others of the Scandinavian school have discussed erythema 
chronicum migrans of Afzelius and Lipschiitz in detail. Apparently this is an extremely rare 
disorder in the United States, whereas in Scandinavia it is more frequent since Hellerstrom 
observed 30 cases in 13 years. All of the cases in Sweden followed the bite of a tick and some 
were complicated by meningitis and encephalitis, Whether or not the meningitis and other 
neurologic manifestations were due to an allergic-toxic reaction or to an infective agent has 
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not been settled, although a spirochete has been suggested as the causative organism because the 
patients recovered following the administration of bismuth, neoarsphenamine, oxophenarsine 
hydrochloride (Mapharsen), and penicillin, especially the latter. 

Whether the other persistent, annular erythemas are variants of erythema annulare cen- 
trifugum should be regarded as questionable. An example is Gammel’s case, termed “erythema 
gyratum repens,” which occurred in a patient who had cancer in the breast. Dr. Ellis mentioned 
this case in his paper. The eruption involved the entire body except the hands and feet, and the 
configuration somewhat resembled the graining of a wooden panel (“cypress burl” was the 
term which was used). The lesions disappeared after the removal of the cancer and the axillary 
nodes. 

There are many who agree with the view in Butler’s article that only those eruptions should 
be classified as erythema annulare centrifugum which show a polycyclic or annular arrangement, 
keloidal consistency, and sudden disappearance of the lesions with subsequent recurrence. 

Dr. Ellis concluded that the histologic picture of erythema annulare centrifugum is usually 
diagnostic, especially if the lesions are infiltrated. This might also be considered a debatable 
point. Recently I reviewed Butler’s slides (and his case was certainly a characteristic one), 
but could not reach such a conclusion, 

Dr, Ellis is to be commended for bringing a rare disease before the society and giving us 
the privilege of discussing the disorder. 

Dr. Josepn M. Hiren, Raleigh, N. C.: The chronic annular erythemas to me have always 
been a confusing hodgepodge. I used to think that if I read the descriptions often enough I would 
finally gain a precise conception of the fine distinctions between the various nosologic categories. 
However, such has not been the case, and when confronted with a disease suspected of belonging 
to this group I pull down the textbooks, carefully read the clinical descriptions, often with the 
lesion-bearing patient before me, and wind up by writing “erythema perstans group.” It is, 
therefore, heartening to hear Dr. Ellis say that at least several of these so-called entities are 
indistinguishable even under microscopic scrutiny. 

It seems to me the best course to follow in dealing with these cutaneous manifestations would 
be to group them all under a simple term such as “chronic annular erythema” and to place this 
material adjacent to that on erythema multiforme in the chapter on toxic erythemas, Then as 
specific causations are discovered such as the recent demonstration by Waisman (Waisman, M.: 
Trichophyton Rubrum Infection Simulating Erythema Perstans, J. Invest. Derm. 22:287 
[March] 1954) of Trichophyton rubrum in some of these lesions, the cases could be placed 
in their proper classification. In this connection I should like to ask Dr. Ellis if studies to rule 
out direct fungous infection were performed on his patients. 

With the exception of specific local fungous infection, it would seem at this time that the 
preponderent evidence in regard to etiology of the whole group points to a circulating toxin or 
allergen. This concept has of course been promoted by many writers. Such toxins or allergens 
acting at either the dermal or the epidermal level, or both, assuming a configuration based on 
vascular arborization and dependent in regard to intensity on the fluctuating supply of the 
noxious substance could well account for the clinical variations. 

Jillson and Hoekelman’s (Jillson, O. F., and Hoekelman, R. H.: Further Amplification of the 
Concept of Dermatophytid, A. M. A. Arcu. Dermat. & Sypn. 66:738 [Dec.] 1952) demonstra- 
tion that dermatophytids corresponding to the clinical morphology of erythema annulare cen- 
trifugum could be produced experimentally is strong support for the concept of a circulating 
noxious substance, 

If this is true, then it is logical to assume that a bacterid may take the same form and 
remain present by virtue of support from a distant focus. If such a situation was intimated by 
Dr. Wise, Dr. McKee, and Dr. Traub in discussing the case presented by Dr. Gardner Hopkins 
(Hopkins, J. G.; Erythema Annulare Centrifugum [Squamous Form], A. M. A. Arca. Dermat. 
& Sypn. 40:162 [July] 1939) at the New York Dermatological Society in 1939. 

The same concept prevails in those cases of the Afzelius-Lipschiitz variety which have been 
demonstrated to be due to insect bites and which were mentioned by Dr. Laymon, 

In like manner it is not unreasonable to assume that a malignant neoplasm may at times 
produce a circulating substance capable of producing such eruptions. Dr. Gammel (Gammel, 
J. A.: Erythema Gyratum Migrans, A, M. A, Arcn. Dermat. & Sypu. 66:494 [Oct.] 1952) 
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presented such a case before this meeting in 1952, employing the term erythema gyratum repens. 
However, the following year, Stillians (Stillians, A.: Erythema Annulare Centrifugum, A. M. A. 
Arcu. Dermat. & SypH. 67:590 [June] 1953) reported a somewhat similar eruption associated 
with abdominal carcinomatosis, but he employed the term erythema annulare centrifugum. 

Several reports of various internal diseases occurring concomitantly with persistent annular 
eruptions have appeared in the literature from time to time and are recorded in Stillians’ recent 
article. Again it would not seem to carry us too far afield to postulate that such eruptions are 
reflections of noxious agents generated by diverse diseases. 

Finally, 1 recall a recent case suggesting granuloma annulare or erythema annulare cen- 
trifugum. Histologically, the first diagnosis could be ruled out. Dr. Lever examined the slides 
and made a diagnosis of allergic vasculitis on the basis of vascular proliferation, thickening of 
the vessel walls, and inflammatory infiltrate, largely perivascular and including many eosinophiles. 
The biopsy was done early in the course of the disease. Perhaps later it would have reflected 
a picture more nearly like that described by Dr. Ellis. 

When the concept is pursued that probably all of these chronic annular erythemas are of 
blood-borne “toxic” origin, the variations in the clinical picture offer littie difficulty. Whether 
the lesion presents fine vesicles, scaling, or deeper cord-like infiltration would depend on the 
interaction of such factors as the nature of the toxin, its amount, sites, and abruptness of action, 
and the responsiveness of the tissues involved. For the same reasons, it would not be surprising 
to see considerable variation in the histologic picture. To have available histologic material 
from 15 cases of such a rare dermatosis is an unusual opportunity and is perhaps sufficient to 
form the basis of a definitive pathologic picture. However, I would be hesitant to accept such 
histologic findings as nonspecific monocytic perivascular infiltrate of the mid and deeper cutis 
coupled with negative features such as normality of epidermis, absence of periappendageal infil- 
trate and mild nonspecific infiltrate in the upper cutis as being diagnostic. I realize Dr. Ellis 
has specified that these findings are restricted to the infiltrated type of lesions, but this would 
certainly not make the other variants of erythema annulare centrifugum less bona fide members 
of the category. 

I hope that Dr. Ellis will continue to collect and study histologic material from this group 


of dermatoses and especially specimens taken at various stages in the evolution of the lesions. 
If his original observations here are substantiated, it would indeed be a boone to clinical 
dermatology. 


Dr. Jacop H. Swartz, Boston: I would like to ask Dr. Ellis whether he has noticed any 
association of Raynaud’s disease with any of his cases of erythema annulare centrifugum. It 
could be just a coincidence, but in a few cases of the women that I have seen there has been 
present Raynaud’s disease of varying degree. Perhaps the same noxious agent that is causing 
the erythema annulare centrifugum is found in Raynaud's disease. 

Dr. J. WALTER Wiison, Los Angeles: In Southern California at least we would have no 
trouble in assembling 15 or 20 cases which clinically would fit into this category, but in which 
the causative agent could be demonstrated to be Trichophyton rubrum. 

I just want to warn against too small an effort to search for this organism as the cause. 
I believe it is advisable to implant rather large quantities of material taken from at least three 
different places on the borders of such lesions on to culture media—actually, this amounts to 
the implantation of superficial biopsy specimens. Too much reliance is often placed on a single 
culture or a single bit of material examined under the microscope. 


Dr. Lawrence G. Bernunauer, Pittsburgh: After hearing this presentation, I would like to 
call your attention to an experience we had with a patient with skin manifestations which we 
classified as erythema annulare centrifugum. The patient, a woman, aged 28, had a persistent 
eruption of the body of 18 months’ duration which resisted all therapy. After a complete study, 
a diagnosis of congenital hemolytic anemia was made. Following the removal of the spleen, the 
eruption spontaneously disappeared in four months. The pathological picture was similar to that 
presented by Dr. Ellis. We feel the eruption was definitely on a toxic basis and our experience 
was worthy of mention. 

Dr. StepHen RoruMan, Chicago: I noticed that Dr. Ellis has listed antihistaminics as 
noneffective. I had one patient with widespread erythema annulare centrifugum in which anti- 
histaminics most satisfactorily controlled the eruption. This fits Thomas Lewis’ contention that 
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peripherally spreading annular lesions are based on a histaminic mechanism. It seems that 
erythema annulare centrifugum belongs to the group of erythematous-urticarial toxic eruptions. 
Unfortunately, as in chronic urticaria, the eliciting toxic agent hardly ever can be found. 
I never succeeded finding it. However, the disease, although it may go on for years, is self- 
limited. 

Dr. Francis A. Excis, Baltimore: This paper could have been simplified if we had included 
only the infiltrative forms of erythema annulare centrifugum, but for completeness we thought 
we should include also the macular forms. 

I wish to repeat that I think that clinically and histologically, the picture is rather diagnostic 
in the infiltrated or papular forms. The macular types apparently can be caused my many dif- 
ferent factors and in many cases may not be the same disease. 

I thought that Butler’s clinical and histologic description did fit the picture that we are 
presenting. 

So far as antihistamines are concerned, I am certain that the antihistamines have been used 
in so few cases that we should not say they are of no value, but suggest that they be tried in 
more cases, 

Fungous infections certainly were ruled out in the cases that I had personally and they 
should, of course, always be ruled out in all scaly macular lesions, especially if they are 
annular. 

We did not see any associated Raynaud’s disease. Many of our patients were fairly young 
and apparently had no vascular diseases. The patient with the infiltrated form reported in 
Case 2 did have rheumatism. 

How practical is the histologic diagnosis? Can we work the problem the other way? I think 
so, because looking over slides in the laboratory without knowing the clinical picture, histo- 
logic diagnosis has worked fairly well. Of course, histopathology is not going to be right all 
the time, any more than our other diagnostic aids. 

One dermatologist said, “Ellis, you're all wrong, Look at this slide; you say that it is ery- 
thema annulare centrifugum, but the slide is from a patient who has a lymphoma.” We checked 
back on the case and found that the man had had a “lymphoma” (?) for 10 years. Of course, he 
actually has had erythema annulare centrifugum for 10 years. 
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S-FACTOR OF LIVER EXTRACT IN ACNE VULGARIS 


JAMES W. BURKS Jr., M.D. 
NEW ORLEANS 
AND 
JOHN M. KNOX, M.D. 
OKLAHOMA CITY 


Although the rationale for use of crude liver extract in the management of acne vulgaris has 
not been definitely established, many dermatologists consider it to be helpful. Sutton,! in 1928, 
first recommended liver in the form of a liver diet. Later Marshall * isolated from boiled liver 
extract a substance which proved to have therapeutic value for acne vulgaris; this he called 
S-factor or “skin factor.” His work precipitated clinical studies by Lichenstein and Stillians * 
and by Boreen.® Although over half the patients in each series improved, the results were con- 
sidered disappointing not only from the standpoint of effectiveness of treatment but also that of 
length of time required for improvement. These unenthusiastic reports apparently discouraged 
other investigators, for no further studies were published until 1948, when Walters 1° empha- 
sized the value of crude liver and boiled liver extracts as supportive therapy. Nierman *! noted 
definite improvement when S-factor was administered to 22 patients with cystic acne in whom 
routine therapy had failed. Among others who have observed the value of liver in the manage- 
ment of acne are Stokes and Sternberg,!2 Andrews, Domonkos, and Post,’* and Mitchell- 
Heggs.'* Whereas its value has been the subject of considerable controversy, no absolutely 
nullifying report has been found. In an attempt to confirm the presence of an acne-inhibiting 
substance in crude liver extract, we undertook a large-scale clinical evaluation of the S-factor. 


MATERIALS AND METHODS 


One hundred nineteen male patients and 31 female patients with acne at a large military 
installation | were treated with injections of S-factor t and minimal supportive routine treat- 
ment, Of these 150, 11 were considered to have mild acne, 59 moderate, 52 moderately severe, 
and 28 extremely severe. S-factor was injected intramuscularly in doses varying from 1 to 2 cc. 
twice a week to 1 to 3 cc. daily, but most patients received 2 cc. three times a week, which was 
considered the optimal dosage. The supportive regimen employed consisted in (1) scrubbing 
the skin three times daily with a soapless detergent (pHisoderm) or sulfur soap; (2) shampoo- 
ing the hair twice a week, as well as omitting the use of hair oil, and (3) eliminating from the 
diet a short list of foods rich in fat. In addition, acne surgery was performed when necessary, 
and topical and systemic administration of antibiotics was prescribed if pyoderma or folliculitis 
was present. No lotions, hormones, vitamins, vaccines, ultraviolet rays, cryotherapy, or roentgen 
rays were employed in these patients during this study. 

Inspection of the data in the accompanying Table reveals that results were better in the 
group of patients receiving longer treatment. Improvement was observed in all grades of sever- 
ity in approximately the same percentage of patients. The supportive regimen, although mini- 
mal, must be credited with at least a portion of the benefits observed. Nevertheless, results were 
superior to those that could be expected from supportive measures, psychologic factors, or 
spontaneous remissions. The evidence, therefore, would suggest an inhibitory effect of S-factor 
on the disease. 


Assistant Professor of Clinical Medicine (Dermatology), Tulane University School of 
Medicine (Dr, Burks). 

* References 2 to 7. 

+ United States Air Force Hospital, Keesler Air Force Base, Biloxi, Miss. 

¢S-factor (trade name, Kutapressin) was supplied by Kremers-Urban Co., Milwaukee. 
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S-FACTOR OF LIVER EXTRACT IN ACNE VULGARIS 


Addition of S-Factor to Typical Therapeutic Regimen——S-factor was added to a modern 
therapeutic regimen for acne in 76 private patients, in an attempt to determine if injections of 
this substance would decrease the time required for treatment, the over-all severity of the dis- 
ease, or scarring. It readily became apparent that benefits derived from S-factor were too well 
concealed among results obtained from other measures to permit proper scientific evaluation of 
its effects. However, a study of these 76 patients yielded the following clinical impressions: 
(1) patients who receive S-factor improve slightly more than those who do not; (2) injections 
three times a week result in greater improvement than injections at weekly intervals; (3) cystic 
acne appears to be a good indication for use of the substance, and (4) acne indurata and acne 
of the hyperkeratotic follicular type do not respond well to this drug. Furthermore, injections 
of S-factor were less painful than those of crude liver extract and were accompanied by no 
untoward reactions in this study. Objective evaluation of any product used in treating acne, of 
course, must be made under controlled conditions, as in the first series of patients. 


COMMENT 

The mechanism for the therapeutic effect of liver on acne remains obscure. It has been 

attributed by various workers to the B vitamins, which decrease retention of tissue fluid,!® to 

injection of a foreign material,1® to correction of associated anemic states,§ and to the vasocon- 
stricting action of the S-factor, with resultant decreased tissue edema and stasis.’ 


Results of Treatment of Acne Vulgaris by S-Factor in 150 Patients 


Response to Therapy * 


Duration of Treatment 0 Total 
6 9 $2 26 7 80 
3 2 16 30 19 70 
45 6 26 190 
(6%) (7.3%) (32%) (87.4%) (17.8%) 


* 0 indicates unchanged by therapy; +, slight or questionable improvement; ++, definite, but not pro- 
nounced, improvement noted by pi tient and observers; +-+-+-, moderate inhibition of the disease with periodic 
new lesions, and ++++, pronounced inhibition of the disease with few or no new lesions. 


CONCLUSIONS 


Results in the present series of 226 patients corroborated previously published clinical 
reports that S-factor is a valuable adjunct in treatment of acne vulgaris, Further investigation is 
required to establish definitely the presence of an acne-inhibiting substance in crude liver 
extract. The potentialities of such studies are great, since S-factor has apparently never been 
isolated in pure form nor has it been chemically identified. Massive doses of this substance con- 
ceivably could be extremely effective in this disease. 


§ References 17 and 18. 
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UNUSUAL REACTION TO APPLICATION OF 
PODOPHYLLUM RESIN 


THOMAS B. MAXWELL, M.D. 
AND 


JOHN H. LAMB, M.D. 
OKLAHOMA CITY 


The action of podophyllum resin (podophyllin) on the skin and on skin lesions such as 
warts and keratoses is well known and has been reported by many authors. This action is 
essentially a spasm of the small vessels resulting in ischemia, necrosis, and sloughing, with 
degeneration and the production of bizarre forms of epithelial cells." 

We wish to report two instances in which the reaction to podophyllin was most unusual. 


REPORT OF CASES 


Case 1.—Mrs. B. R., a patient at Oklahoma University Hospital skin clinics for many years, 
had multiple skin cancers and keratoses. On Aug. 5 she called attention to a lesion on the right 
preauricular area which she stated had been treated with radium some 15 years previously for 
a skin cancer. There was a depressed, smooth, telangiectic scar which was bordered by a scaling 
erythematous process along the upper and outer edges. This pi cess was believed to be a 
precancerous keratosis, and podophyllin (20% in tincture of benzoin) was applied weekly for 
five times, When the patient was seen after the last of these applications, there had been con- 
siderable extension of the process with thickening and infiltration of the edges to a much greater 
degree than originally. The examiners felt that this development possibly represented a squamous 


Department of Dermatology, University of Oklahoma School of Medicine and State Uni- 
versity Hospitals (Dr. Maxwell). 
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DERMATITIS DUE TO BLACK WALNUT JUICE 


cell carcinoma. Since this rapid growth of the lesion had occurred in such a brief space of time, 
it was decided to delay definitive treatment and observe the lesion further. Cool boric acid soaks 
and a bland ointment were prescribed. 

On her return in two weeks all reaction was gone and the edges of the scar were smooth 
and without evidence of keratosis or malignant growth. 

Case 2.—Mr. R. E., aged 50, was examined on Aug. 19 in our office with a typical basal 
cell epithelioma, 1.5 cm. in diameter, located on the neck below the chin. This area, 25 years ago 
in Chicago, had received x-ray therapy for acne. There was deep scarring from acne with 
some telangiectasis, but the sebaceous glands were still active. Podophyllin is especially active 
in epithelioma arising in areas of the skin which have previously had a heavy dose of x-rays. 
From Aug. 19 until Oct. 5, podophyllin 20% in tincture of benzoin was applied at about weekly 
intervals. After the fourth application progress was satisfactory, and the lesion was much 
smaller. On examination shortly after the sixth treatment, it appeared that there had been 
considerable spread of the epithelioma. The lesion was about twice the size as originally. The 
edges were rolled and indurated; there was crusting and a little ulceration centrally. A small 
piece of skin was removed from one edge for biopsy. 

The biopsy report was as follows: 

Examination of the tissue showed an extremely thick hyperkeratosis and parakeratosis of the 
epithelium. The epithelium was well preserved for the most part and had a distinct granular cell 
layer; there was acanthosis manifested both by widening of the rete malpighii and lengthening 
of the rete pegs. There were a few mitotic figures, and many cells showed intercellular edema. 
Scattered through the thickened stratum corneum were many polymorphonuclear leucocytes. In 
the corium was an inflammatory infiltrate composed of lymphocytes and neutrophiles. There was 
no evidence of malignancy in the section. 

Impression was pseudoepitheliomatous hyperplasia. 

On conservative therapy the reaction subsided until, after three weeks, there was little resid- 
ual of either the original lesion or the reaction following the use of the podophyllin, 


SUMMARY AND COMMENT 
A hyperplastic, infiltrated reaction to the application of podophyllin simulating epithelioma 
in two patients is described. Biopsy in one of these showed only pseudoepitheliomatous hyper- 
plasia. This reaction is the antithesis of what one expects from local application of podophyllin. 
Bland treatment and time are to be preferred to immediate radiation or surgical intervention. 
The mechanism is not known; possibly it is an allergic response. 
Podophyllin is a known sensitizer in addition to being a primarv irritant. 


REFERENCE 


1. Sullivan, M., and King, L. S.: Effects of Resin of Podophyllum on Normal Skin, 
Condylomata Acuminata and Verrucae Vulgaris, Arch. Dermat. & Syph. 56:30-45 (July) 1947. 


DERMATITIS DUE TO BLACK WALNUT JUICE 


JOHN M. SIEGEL, M.D. 
ALLENTOWN, PA. 


A search of the literature reveals no report of contact dermatitis due to walnut juice; this, 
in spite of the fact that large numbers of people contact black walnut hulls during the walnut 
picking season, and the juice of black walnuts has been used for centuries for covering depig- 
mented areas of vitiligo and scars, The Depelle Company of San Francisco,* one of the few 
remaining pharmaceutical houses manufacturing walnut juice for medical purposes, reported no 
sensitizing or irritating properties from their brand of natural walnut juice. Schwartz! reported 

From the Dermatology Division, Medical Service, Sacred Heart Hospital. 
* Personal communication to the author. 
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five cases of contact dermatitis due to walnut wood, but the condition occurred in workmen in a 
cabinet-making plant handling Brazilian walnut wood. Schwartz + stated he never saw any irrita- 
tion due to the juice of the ordinary black walnut (Juglans nigra). 

For these reasons, it was felt the following case was worthy of reporting. 


REPORT OF A CASE 


H. B., a white man, aged 44, was seen in the outpatient cepartment of the Sacred Heart 
Hospital on Oct. 6, 1952, with the complaint of a burning, itching, blistering eruption in all the 
finger webs. For two days prior to his visit to the hospital, he had been “picking black walnuts,” 
his first experience at this work. He did not employ any protective measures, nor was he care- 
ful to wash his hands. 

Examination revealed a healthy, middle-aged, bedraggled appearing white man of obviously 
low intelligence. His clothes and all exposed parts of his body were splattered with a brownish 
stain. His hands, particularly the fingers and finger webs, were especially noteworthy. Here, 
there was a heavy, blackish-brown stain, and in all the interdigital spaces and webs were 
large flaccid bullae and blebs, some 1 to 2 cm. in diameter. 


Bullae in finger webs and interdigital spaces, after picking black walnuts. 


The diagnosis of acute contact dermatitis due to walnut juice was made. Treatment with cool, 
weak aluminum acetate (Burow’s solution) compresses and boric acid ointment was instituted. 
Approximately 10 days later, the eruption was entirely clear. 

About one month later, in an effort to reproduce the eruption under controlled conditions, 
the patient was asked to shell approximately 10 Ib. (4.5 kg.) of black walnuts. Aside from the 
brownish-yellow stain which remained on his hands for about two weeks, no untoward reaction 
occurred, 


COMMENT 

The absence of dermatitis on the other exposed parts of the body and hands which were also 
heavily stained with the walnut juice, together with the negative reexposure test to walnut hulls, 
points towards a primary irritant effect of the walnut juice as the cause, rather than an allergic 
sensitivity. 

The walnut juice collected in pools in the webs and intertriginous areas of the fingers which 
combined with the macerating effect of the moisture itself over a number of hours produced the 
enormous bullae described. 


+ Schwartz, L.: Personal communication to the author. 
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COMMENTS ON TECHNIQUE OF ACNE PLANING 


It is interesting to note that in the 21st edition of the Dispensatory of the United States of 
America,? published in 1926 (no mention is made of the substance in two later editions), Juglans, 
or black walnut hull extract, is recommended as a laxative, a vermifuge, and a bitter. A volatiliz- 
able acid—julandic acid—is present in the crude walnut hull extract. This substance is related 
chemically to chrysophanic acid, an irritant well known for its astringent properties. 


SUMMARY 
A hitherto unreported cause for contact dermatitis is described—black walnut juice. It can 
act as a primary irritant in walnut pickers who employ no protective or sanitary measures. 
The specific irritant is probably julandic acid, an astringent related to chrysophanic acid. 


REFERENCES 
1. Schwartz, L.: Dermatitis Venenata Due to Contact with Brazilian Walnut Wood, Pub. 
Health Rep. 46:1938-1942 (Aug. 14) 1931. 
2. The Dispensatory of the United States of America, Ed. 21, Philadelphia, J. B. Lippin- 
cott Company, 1926, pp. 600-601. 


COMMENTS ON THE TECHNIQUE OF ACNE PLANING 
LIEUTENANT COMMANDER W. R. HUBLER (MC), U.S.N.R. 


The rotating wire brush treatment for acne scars recently reported ! has been of value in my 
experience. However, freezing of the skin with the ethyl chloride spray obscures the scars, 
making it difficult to locate the exact areas to be treated. 

A technical improvement which I have found helpful is the use of 1% methylrosaniline 
chloride N. F. (gentian violet) to delineate the scarred areas. At first it was used only to out- 
line the desired areas, but further experience has shown the advantage of painting the entire area 
to be treated. Not only does the methylrosaniline chloride delineate the area to be treated, but 
the rotating wire brush removes the dye with each stroke, showing the exact area which has 
been treated. This is very advantageous, because the frozen skin does not bleed and it is difficult 
to determine the effective width of each stroke of the brush or the site treated with the preceding 
stroke. 

The depth of treatment can also be judged by the completeness of the removal of the methyl- 
rosaniline chloride. Since methylrosaniline chloride is a mild bactericide, it also serves to reduce 
the skin bacterial count preoperatively. 

The use of rubber gloves on the left hands of the operator and assistant is helpful in pro- 
tecting the fingers from the cold while holding gauze to confine the ethyl chloride spray during 
the freezing process. 

Prior to the use of the methylrosaniline chloride technique, it was necessary for us to repeat 
the “plastic planing” four to six times. Since then we have achieved as good results with two 
treatments. 

We have had no postoperative infections. Bismuth tribromphenate (Xeroform) gauze and 
pressure dressings are applied for 24 hours. These are then soaked off, and no further dressings 


are applied. A thin layer of antibiotic ointment is used three times daily until the skin has 
healed. 


The opinions are those of the author and do not reflect the opinion of the Navy service at 
large. 


REFERENCE 
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STREPTOMYCIN AND ISONIAZID IN TREATMENT OF ERYTHEMA 
INDURATUM (BAZIN’S DISEASE) 


T. PASIECZNY, M.D. 
GLASGOW 


Erythema induratum is a chronic recurring disorder, usually involving the skin of the legs 
of young women, characterized by deeply situated nodosities and ulcerations. Patients suffering 
from erythema induratum often have a poor peripheral circulation, as evidenced by cold, blue 
hands, or a chilblain tendency. 

Investigations carried out by various dermatologists at the beginning of the century established 
the tuberculous nature of this condition, 

According to recent Medical Research Council publications, good results have been obtained 
in other tuberculous infections by means of streptomycin and isoniazid (isonicotinic acid hydra- 
zide). It was decided to treat several cases of erythema induratum in this way. 


METHOD OF TREATMENT 


One gram of streptomycin was given daily for 30 days (except Sundays) by intramuscular 
injections, and on the same days 100 mg. of isoniazid was given morning and evening by mouth. 


REPORT OF CASES 


Ten cases of erythema induratum—all women between the ages of 19 and 53 years—were 
treated with streptomycin and isoniazid. These cases were selected from a larger group, which 
may be clinically similar, e. g., erythema nodosum and nodular vasculitis, and the duration varied 
from six months to nine years, The distribution of the lesions was typical in six cases; in three, 
there was a wider distribution, involving the thighs and buttocks also, In one case only one leg 
was involved. Full-scale physical examinations and blood investigations revealed no abnormalities. 
The biopsy in each case showed the typical histological appearances associated with erythema 
induratum, All patients were treated as outpatients. All cases had been treated previously with 
various ointments, ultraviolet lamp therapy, and a vitamin K preparation (Tablets Synkavit), 
and one patient with penicillin injections and paraaminosalicylic acid (PAS). 


RESULTS 


From the 10 cases treated an excellent inital response was obtained in 9 cases and a 
moderate improvement in 1 case. By the end of the second week or by the beginning of the third 
week of treatment, the skin lesions of all the patients were subsiding rapidly, and the pain had 
disappeared. The patients complained only of some mild general weakness and slight headaches. 
No serious side-effects were observed, Ali stated that their appetite was increasing. All of them 
put on weight—one patient 13% Ib. (6 kg.). At the end of treatment, the nine good cases showed 
only some discoloration of the skin with scarring. 

Case 5 in the series was only moderately improved, and six weeks after treatment a few 
fresh nodules and ulcers appeared on both legs. Of the nine successfully healed cases one case 
remained well for three and a half months, but after that time scattered painful nodules appeared 
again on both legs. Case 6 improved dramatically during the third week of the treatment, leaving 
only fine scars on the completion of the treatment. After four months, a few fresh nodules 
appeared twice at two-week intervals, but these healed spontaneously and still remain healed. 
At the time of the relapse the patient was under treatment for rheumatoid arthritis with phenyl- 
butazone (Butazolidin), Observation of cases was continued from four to nine months. 

One case, which is not included in the series, was a woman, aged 21, who had suffered from 
rather severe erythema induratum for over one year. After the first injection of streptomycin 
she developed, one hour later, a very severe urticaria. Treatment was stopped and antihistamines 
were given. Four days later, when the urticaria had subsided completely, 0.5 gm. of strepto- 
mycin was given, but again a severe urticaria appeared. Four days later, isoniazid was given 


Dermatological Department, Glasgow Royal Infirmary. 
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HEPARIN IN TREATMENT OF PSORIASIS 


alone, and in three weeks all the ulcers and nodules had disappeared. The treatment was con- 
tinued for six weeks. The result still remains very good after six months’ observation. To 
avoid drug resistance, this experiment was not repeated in other cases. 


SUMMARY 


Ten patients suffering from erythema induratum were treated with streptomycin and isoniazid 
(seven cases, very good; one case, good; two cases, bad). Results after nine months’ observation 
are encouraging. A further report will follow. 


Permission for the publication of this article was given by Dr. Harvey. 
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HEPARIN IN TREATMENT OF PSORIASIS 


PAUL LeVAN, M.D. 
LOS ANGELES 


A recent article appearing in the Arcuives, July, 1953, reports the use of heparin in the 
treatment of psoriasis.' This preliminary report sets forth the clinical results obtained in three 
patients with psoriasis treated with heparin. The author believes that heparin may prove of 
value in the treatment of psoriasis and urges further clinical trial of this drug. No controls were 
used in the reported study. 


Approximately 18 months ago an investigation of the use of heparin in the treatment of 
psoriasis was undertaken at the Veterans Administration Hospital at Los Angeles. The rationale 
for the use of heparin in psoriatic patients was based upon the report of Griitz and Biirger,? who 
found an increase of total fats in the serum of psoriatic patients. Heparin has been found to 
reduce the amount of the large molecule lipoid fractions, as measured by the Goffman ® technique, 
in the serum of atherosclerotic patients. It was felt that a change in the relative amounts of 
large- and small-moleculed lipoid fractions might influence the lesions of psoriasis. 

The first six patients treated with 100 mg. of heparin intravenously, five days each week, 
showed a rapid response to this therapy. In most instances, the acuteness and severity of the 
process diminished in two to three weeks, although all of these patients still presented some 
residual psoriatic lesions. Controls were then initiated by the use of 1 cc. of isotonic sodium 
chloride solution injected intravenously, for five days of each week, into patients with psoriasis. 
The patients were not told which of the two substances they were receiving. In a series of six 


From the Division of Dermatology, Department of Medicine, University of California at 
Los Angeles, and the Wadsworth General Hospital, Veterans Administration Center. 

Reviewed in the Veterans Administration and published with the approval of the Chief 
Medical Director. The statements and conclusions published by the author are the result of his 
own study and do not necessarily reflect the opinion or policy of the Veterans Administration. 
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control patients, who were cn the same hospital rezimen.as the initial heparin-treated group, 
a similar response of the psoriatic lesions was observed. These patients improved greatly in a 
matter of two to three weeks while confined to the hospital. 

In a group of five additional patients treated with heparin, subsequent to the initial group, 
little or no response to therapy was observed. Two patients who had responded rather dra- 
matically to heparin treatment initially were re-treated after having experienced clinical relapse 
without any effect. One of these patients subsequently improved while on the saline control 
regimen, In all, 12 patients were treated, 7 of whom showed improvement and 5 of whom failed 
to improve. Six control subjects receiving isotonic sodium chloride solution showed clinical 
improvement, while two showed no improvement. 

From the foregoing, it is our conclusion that heparin has no specific effect in the treatment 
of psoriasis. The improvement noted in both the heparin-treated and control groups may be 
attributed to the psychological effect of receiving injections and the benefits of hospitalization. 

It would seem that this information should be made available to avoid the widespread use of 
heparin in the treatment of psoriasis. 

6317 Wilshire Blvd. (48). 
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SCAR IMPRINTS AND MOLDS 


DAVID C. FRISCH, M.D. 
PORTLAND, ORE. 


Sandpaper surgery has produced cosmetic improvement for facial scars. The record of such 
improvement has usually been preserved with photographs. A better record may be obtained 
with impression molds like those used in dentistry. The technique to be described is satisfactory 
but thére is still much room for improvement. Other methods are still being investigated, such 
as positive vs. negative molds and plaster vs. rubber or agar molds. 


Imprinting on flat surfaces similar to the fingerprint technique was unsatisfactory. Of this 
type, Scotch tape applied to stained skin was the best. The total number of scars could be 
recorded but not the depth of the scars. Other unsatisfactory methods using monochrome latex 
rubber in multiple layers were tried. In these there was little contrast and not enough support 
for permanent storage, and the process was time consuming. A latex rubber mold using two 
different colors was unsatisfactory because it was very difficult to fill the scars alone without 
staining the surrounding normal skin. 

So far the most satisfactory mold has been a contrast type. It shows pores, is easily accom- 
plished, and can be folded and stored with the patient’s chart. One rubs a liquid black foundation 
lotion into the scars and normal skin. Mine is made by adding charcoal to Ar-Ex foundation 
lotion. Additional dilution with water is made to compensate for increased powder content. This 
lotion rapidly dries on the face. When Scotch tape is repeatedly applied to the skin, most of the 
stain is removed from the normal skin, but the scars retain the pigment. When the painted face is 
ready for the latex, the scars show up strongly, and photographs can be taken at this time for a 
more accurate record. Two coats of pure white rubber latex are then applied (Plastico No. 10). 
Deep scars may require additional applications to fill the cavity. Scars to be excised may be 
painted with a thicker red rubber latex, differentiating these from those to be sanded. The white 
latex becomes transparent when dry and is then ready for the backing. Adhesive tape strips are 
applied carefully over the latex, covering the area like a mask. When the mask is removed, the 


516 


4 


SCAR IMPRINTS AND MOLDS 


Fig. 2 


Fig. 3.—The adhesive tape backing has been applied to complete the mask. 


4 
Fig. 1.—Showing the darkened face. Observe the stained scars and dilated pores. ad 
| : : 
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q —Wet latex has been applied to the blackened face. 
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latex peels off the face. The edges of the mask are immediately trimmed to prevent the exposed 
raw tape surfaces from folding over on to the mold. The latex-covered tape surfaces will not 
adhere. The masks are labeled, folded into envelopes and stored with the patient’s record. 

Several records of scars before and after surgery have now been obtained. Visually one can 
see improvement on the mask, and can feel the differences in depth of the remaining scars. The 
scars are stained black in contrast to the white of normal skin and are sharply outlined. One 
may see a scar on a postoperative mask apparently the same size as before. However, com- 
parisons made by running one’s finger over the masks reveal great decrease in depth. The patient, 
because of the decreased shadow produced by the scars, has a marked clinical improvement. The 
masks do show a marked decrease in the number of dilated pores and the complete eradication of 
small or moderate-sized scars. 


329 Mayer Building (5). 


HYPERLIPEMIC XANTHOMATOSIS IN A PATIENT WITH SUBACUTE 
GLOMERULONEPHRITIS (NEPHROTIC STAGE) 


WILLIAM B. TAYLOR, M.D. 
AND 


ARTHUR C. CURTIS, M.D. 
ANN ARBOR, MICH. 


Thannhauser has divided the xanthomatoses associated with altered blood lipids into two 
main groups: (1) hypercholesteremic xanthomatoses and (2) hyperlipemic xanthomatoses. In 
the first group, the fasting blood serum is clear; in the second group the serum is milky 
or chylous. 

The entities described in the hyperlipemic group (2) are the following: 

A. Idiopathic hyperlipemia with secondary xanthoma 


1. Idiopathic (familial) hyperlipemia in children with hepatosplenomegaly and secondary 
xanthoma 


2. Idiopathic hyperlipemia in adults with secondary xanthomas occasionally accompanied 
by glycosuria and hepatosplenomegaly 


B. Syptomatic hyperlipemia with secondary eruptive xanthoma 
1. Xanthoma diabeticorum 
2. Hyperlipemia in chronic pancreatitis and eruptive xanthoma 


3. Hyperlipemia in glycogen storage disease (von Gierke’s disease) and eruptive xanthoma 


4. Hyperlipemia in lipid nephrosis 
It has been pointed out by Thannhauser that xanthomatosis has never been reported in 
association with the hyperlipemia of lipid nephrosis or the nephrotic stage of glomerulonephritis. 
A recent search through the literature has likewise been devoid of any such reports. For this 
reason we feel it worth while to present the following report as an example of secondary 
eruptive xanthoma occurring in a patient with subacute glomerulonephritis in the nephrotic stage. 


REPORT OF CASE 
J. W., #616062, a 17-year-old white girl, entered the University Hospital on June 3, 1947, 
with the chief complaint of weakness and swelling of the legs. 
She had been in good health until late December, 1946, when a severe upper respiratory 
infection occurred, lasting 10 days and unaccompanied by a sore throat. 


From the Department of Dermatology and Syphilology, University of Michigan Hospital, 
University of Michigan School of Medicine. 
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HYPERLIPEMIC XANTHOMATOSIS 


On Feb. 3, 1947, while playing basketball, she became aware of weakness and shortness of 
breath. Seven days later, swelling of the lower abdomen and legs, severe headaches, nausea 
and vomiting, and blurring of vision occurred. At that time her family physician told her thrt 
her urine contained albumin (4 +) but no blood. 

She was hospitalized in Ohio for three weeks beginning Feb. 19, 1947, on a low-salt, high- 
protein diet; plasma was administered along with oral and intravenous diuretics. The edema 
disappeared while the patient was in the hospital but gradually returned after discharge and 
she became progressively worse. In May, 1947, three small yellowish nodules on the left elbow 
and two on the right elbow were observed. 

The rest of the history was not significant. 

The patient was admitted to the University Hospital on June 3, 1947, with a pulse rate of 
110 per minute, blood pressure 140/105, temperature 97 F., height 5 ft. 4 in. (163 cm.) and 
weight of 121 Ib. (54.9 kg.) (normal weight 112 Ib. [50.8 kg.]). 

She had a severe generalized edema. The eyelids were slightly edematous. Pitting could 
be demonstrated on the legs, thighs, sacrum, hands, and arms. The pupils of her eyes were 
equal and round, and reacted to light and in accommodation. The visible structures in the 
ocular fundi were slightly hazy, but no hemorrhages were seen. The nose and mouth were 


Laboratory Findings 


Serum Proteins 
Non- 


Mg. per Total A. G. Urine protein 

Date 100 Ce. Alb. Glob. ‘Protein Ratio Albumin Nitrogen Edema Xanthomas 
6/ 3/47 ++++ “48 severe present 

7/ 2/47 5. none 

8/26/47 ef none 

9/24/47 A 

4/ 9/48 5. 28 none 
12/ 3/48 * 43 none 


Blood pressure 124/86. Urinary concentration test showed a maximum coneentration of 1.019 correeted for 1% protein. 
Blood urea ntirogen 16.4%; serum sodium 144 mEq. per liter; serum creatinine 1.02 mg. per 100 ce. 


normal. There was slight injection of the fauces and pharynx. The bases of both lungs were 
flat to percussion and fremitus was present. The heart was not enlarged. The aortic second 
sound was accentuated. There were no murmurs, Examination of the back was normal; there 
was no tenderness of the spine or costovertebral tenderness. A 4 + sacral edema was present. 
The abdomen was tense and distended. No organs nor masses were palpable. There was no 
edema of the abdominal wall. The pelvic and rectal examinations were normal. There was slight 
cervical adenopathy. The tendon reflexes were normal. In the skin over the right elbow there 
were three orange-yellow papules 4 mm. in diameter and two similar lesions on the left elbow. 

The serum of blood drawn for laboratory studies was milky. The Kahn test for syphilis 
was negative. The basal metabolic rate was — 20, The fasting blood sugar was 73 mg. per 100 cc. 
The two-hour urea clearance test averaged 53% excretion. 

On June 3, 1947, the total serum cholesterol was 900 mg. per 100 cc. Examination of the 
urine showed a 4 + reaction for albumin; microscopically there were 20 to 25 red blood cells 
per high-power field and many hyaline casts. On June 17, 1947, the total serum protein was 
4.5 gm. per 100 cc. (albumin 1.6 gm. and globulin 2.9 gm.); albumin-globulin ratio 0.55), 
urine albumin 3 +, 3 to 4 RBC per high-power field, and nonprotein nitrogen 34.1 mg. Other sig- 
nificant laboratory data during and after this admission are presented in the table. 


The diagnosis of subacute glomerulonephritis in the nephrotic stage and xanthomatosis was 
made. Several members of the dermatology staff concurred in the latter diagnosis. The patient 
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A, M. A. ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


was given a 350 mg. salt, 40 mg. protein, 2,500 calory diet, ammonium chloride 3 gm. t.i.d., 
three days on, three days off, dibasic calcium phosphate 1 gm., t.i.d. and bed rest. Her con- 
dition improved, and she was discharged July 10, 1947, with the advice to continue the diet 
and bed rest at home. The xanthomas were still present at that time, but on Aug. 26, 1947, 
when she returned to the hospital they had disappeared. On this date her total serum cholesterol 
had fallen to 488 mg. per 100 cc. She remained well clinically, although laboratory studies 
revealed residual kidney damage (Table). She was last seen on Dec. 3, 1948. 


COM MENT 


It is unfortunate that more complete lipid studies were not done on this patient and that 
the xanthomas were not proved pathologically. However, we believe this patient had eruptive 
xanthomas due to the hyperlipemia of the nephrotic syndrome and subacute glomerulonephritis, 
because the skin lesions appeared at a time when the nephrosis was most severe and the blood 
cholesterol was high. Since the total cholesterol was 900 mg. per 100 cc. and the serum “milky” 
the neutral fat was extremely high. With a milky serum the hypercholesteremic group of 
xanthomas can be eliminated because in the latter the serum is clear. The individual skin 
lesions were diagnosed as xanthomas by several dermatologists. The skin lesions persisted 
while the hypercholesteremia and hyperlipemia were present and disappeared when the 
cholesterol fell to 488 mg. per 100 cc. and below. 

If the xanthomas had disappeared on a low-fat diet, it would be difficult to rule out idiopathic 
hyperlipemic xanthomatosis complicating the nephrosis. However, this was not the case because 
the patient’s diet contained about 150 mg. of fat per day. In addition, the hyperlipemia and 
hypercholesteremia continued to improve with the clinical improvement of the nephrotic 
syndrome. 

SUMMARY 

The case summary of a patient whom we believe had secondary eruptive xanthomas due 
to the hyperlipemia of the nephrotic stage of subacute giomerulonephritis is presented. To our 
knowledge this association has never before been reported. 


REPEATED “FREEZE-THAW” AS A CRYOTHERAPEUTIC TECHNIQUE 


ABNER KURTIN, M.D. 
AND 
NORMAN ORENTREICH, M.D. 
NEW YORK 


In an article recently published! ethyl chloride was used as a refrigerating agent. In the 
early work it was noted that an unexpectedly severe local reaction followed if an area was 
refrozen soon after it had thawed. Experiments were performed to explain this observation. 
It was shown that ethyl chloride refrigeration continuously maintained for a specific time 
period produced much less reaction than if repeated freezing, thawing, and refreezing were 
performed in the same time period. 

This clinical procedure is analogous to the laboratory disruption of cell walls by repeated 
freeze-thawing which is used as a standard biochemical technique in the study of protoplasm. 
The phenomenon may also be noted in the home when frozen foods which have been thawed 
and refrozen become unpalatable because of the destruction which occurs. Cellular disruption is 
consequent to crystal formation and expansion of frozen rrotoplasm. Repeating the process will 
increase the extent of disruption. 

We have shown “freeze-thaw” to be of therapeutic value in certain acanthotic and hyper- 
keratotic dermatoses in which controlled cryotherapy is indicated. The following dermatoses 
have responded well to this local treatment: recalcitrant plaques of psoriasis, hypertrophic lichen 
planus, lichen simplex, and inveterate thickened plaques of atopic dermatitis, Similar “freeze- 
thaw” results have been obtained with solid carbon dioxide and liquid nitrogen in the treatment 
of plantar warts and cavernous angiomas. 
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REPEATED “FREEZE-THAW” AS THERAPEUTIC TECHNIQUE 


PROCEDURE 

Freezing with ethyl chlovide spray is aided by a continuous blast of cold air. The tempera- 
ture attained is —30 C. as measured by toluol thermometer. The thawing cycle is hastened by 
a hot air blast. A small hair dryer with an alternating hot and cold switch is used for this 
purpose. Approximately 20-second intervals of repeated freezing and thawing are performed. 
This is done two or three times consecutively. Three such “freeze-thaws” will invariably 
produce a bullous reaction. Experience will determine the number and timing of freeze-thaws 
necessary for the desired intensity of reaction. The reaction subsides in one to two weeks, 
after which it may be repeated. 

Some simple devices for localizing the area to be frozen with ethyl chloride are illustrated. 


Ethyl chloride localizers, 


COMMENT 

These studies indicate that living tissue when frozen, as occurs in frost bite, should not be 
thawed as a temporary measure, but should be maintained frozen until permanent thawing can 
be accomplished. This should reduce the extent of frost damage. 

The prolonged and severe temperature reduction often necessary to accomplish destruction 
of a superficial lesion causes unavoidable freezing at depths below the level of the disease. 
This unnecessary destruction may be avoided by the “freeze-thaw” technique because of the 
shorter time intervals of freezing. 

SUMMARY 

1. A eryotherapeutic technique is described and its mechanism explained. 

2. It permits controlled superficial destruction with sparing of the deeper structures. 

3. It has been of value in the treatment of certain hyperkeratotic and acanthotic dermatoses. 

4. It is indicated that frost-bite necrosis can be minimized by not permitting thawing when 
refreezing may occur. 

945 Fifth Ave. (21). 

REFERENCE 

1. Kurtin, A.: Corrective Surgical Planing of the Skin, A. M. A. Arch. Dermat. & Syph. 

58: 389-397 (Oct.) 1953. 
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MATRICARIA (CAMOMILE) WET DRESSINGS 


SAMUEL M. BLUEFARB, M.D. 
CHICAGO 


The symptoms produced by acute inflammation of the skin (acute dermatitis) are erythema, 
edema, heat, and pruritus, whereas acute inflammation affecting any other organ produces 
erythema, edema, heat, and pain, rather than pruritus of the involved organs. 


Acute Acute 
Inflammation Dermatitis 


Erythema Erythema 

Edema Edema 

Heat 

Pain Pruritus 

Local and topical therapy are still considered the most effective therapeutic agents in the 

management of most acute cutaneous diseases, the “wet dressing” being one of the most useful 
in dermatologic therapy. Any acute contact dermatitis, whether it is due to chemicals, plants, or 
physical agents, is benefited to some extent by properly applied, bland, wet dressings. 


Results in Acute Dermatitis 


Failed to 
No. Cases Improved Improve 
6 
Tinea pedis 
Contact dermatitis 
Seborrheie eezema 
Stasis uleers 
Otitis externa 
Infeetious eezematoid dermatitis (of hands) 


In Europe, particularly in Germany, camomile flowers, used as a wet dressing, is a well- 
recognized form of therapy. The German or Hungarian variety is listed as the official matricaria 
in the National Formulary (9th edition), and this publication indicates that the dried flower 
head or bud is the portion of the plant to be used. The camomile plant is a member of the daisy 
family (Compositae) and is native to Europe, particularly to the central European countries, 
Germany and Hungary. 


Apparently the active principle is contained in the volatile oil obtained by steam distillation 
and consists of azulene, sesquiterpenes, sesquiterpene furfurol, and a fatty acid. Azulene, acting 
as an anti-inflammatory agent,! is believed to produce relief of local discomfort and pain through 
its use as a wet dressing. The anti-inflammatory effect of matricaria was investigated by 
Arnold,? who induced inflammatory reactions with mustard oil, irradiation, tuberculin, and with 
medicinal agents causing exanthems. A very definite weakening in local inflammatory reactions 
resulted from the use of matricaria, and it was found effective in modifying the inflammation 
through constrictor effect on the skin capillaries. 

The use of matricaria for wet dressings has never been a popular form of therapy in the 
United States. This is probably due to the fact that it is not stocked by most pharmacies and 
also because proper preparation is essential. This latter factor was solved with the recent advent 
of a prepared product.* This matricaria powder was used as a wet dressing on 50 consecutive 
patients having acute dermatitis whose diagnoses are given in the accompanying Table. 


From the Department of Dermatology, Northwestern University Medical School (Herbert 
Rattner, M.D., Chairman). 
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MATRICARIA (CAMOMILE) WET DRESSINGS 


RESULTS 
Among 50 cases of acute dermatitis treated with wet dressings of matricaria powder, 46 
patients showed improvement while only 4 patients failed to improve. Two patients, who were 
intolerant to wet dressings of Liq. alum. acetate, showed symptomatic improvement with the 
use of matricaria wet dressings. 
SUMMARY 
The results obtained in this series of cases would indicate that matricaria (camomile) powder, 
used in solution, is an excellent therapy for acute dermatitis. This convenient, readily available 
drug offers the physician another useful therapeutic agent for treatment of acute dermatoses. 


* Matricaria (camomile flowers) used in the form of Chamo-Powder was supplied through 
the courtesy of Dome Chemicals, Inc., New York. 


REFERENCES 
1. Heubner, W., and Grabe, F.: The Anti-Inflammatory Action of Camomile Oil, Arch. 
Exper. Path. u. Pharmakol. 171:329-339, 1933. 


2. Arnold, W.: Pharmacological and Clinical Study of Camomile, Peppermint and Fennel : 
I. Effect on Inflammatory Processes, Arch. Exper. Pathol. u. Pharmakol. 123:129-159, 1927. 
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Society Transactions 


BRONX DERMATOLOGICAL SOCIETY 


Nathan Sobel, M.D., President 
Henry Silver, M.D., Secretary 
Jan. 21, 1954 


Use of Absorbable Gelatin Sponge (Gelfoam) in Dermatology. Presented by Dr. Irvine 
L. MILBera. 


DISCUSSION 


Dr. Frank E, Cross: Ulcers present a dermatologic problem in which I have been interested 
for about 20 years. | must say that I have never had much trouble with varicose ulcers of even 
up to 15 years’ duration; but I believe that any method which is apparently as harmless and as 
simple as this one, and which shows results as this does, is certainly an addition to our 
armementarium. The treatment of varicose ulcers is a simple problem, but the sclerotic, dia- 
betic, x-ray ulcers, or decubitus ulcers present a more difficult and more serious problem. 
It is there that Gelfoam (absorbable gelatin sponge, U. S. P.) powder is encouraging. This is 
harmless, physiologically harmless. I want to congratulate Dr. Milberg on his presentation. 


Dr. Joun Gare: I am happy to confirm the results of Dr. Milberg’s work. He was kind 
enough to supply me with this material. A woman aged 65 years, a diabetic, developed a pain- 
ful ulcer on the inner surface of the ankle which persisted for five months following an automobile 
accident. The ulcer had a fibrous tissue band in the center, which her own physician hesitated to 
remove. I excised this pedicle and applied first 1% brilliant green, followed by oxytetracycline 
(Terramycin) powder. I then packed the ulcer with Gelfoam and applied a sterile dressing. This 
treatment was repeated once weekly. There was no pain after five days, and the ulcer healed 
completely in five weeks. Encouraged by this result, I sterilized the wound in the patient 
presented tonight with 1% brilliant green, then packed it with Gelfoam and applied a sterile 
dressing. She continued with the nicotinic acid (pyridine-3-carboxylic acid), 50 mg. three times 
a day, as a vasodilator. After one treatment the lesion improved. The improvement is gradually 
and steadily continuing. 

I wish to ask Dr. Milberg if any investigations were done to find the reason why the other 
ulcer cases did not respond and if a combination with vasodilator and nicotinic acid might not 
have produced good results? 

Dr. ALEXANDER A, Fisuer: I want to congratulate Dr. Milberg on his excellent results. 
I was especially impressed with the sickle-cell ulcer, which is notoriously difficult to heal. Has 
there been any evidence of allergic reactions? Also, what are the details in treatment—how often 
was the powder applied, how much was applied, is the ulcer surrounded by protective ointment, 
etc.? 

Dr. Paut Gross: The results of this new form of therapy are convincing and Dr. Milberg 
is to be congratulated. I believe that this method offers definite advantages over the use of 
Unna’s boot. The use of occlusive bandages like Unna’s boot may some time give rise to auto- 
sensitization dermatitis, and therefore is contraindicated when there is evidence of infection in 
the ulcer itself or of the surrounding skin. I would like to know what effect Gelfoam powder has 
on the pain of varicose ulcers. 


Dr. ABRAHAM J, Orruss: I have used it in three cases; two healed quite nicely. In the 
third, treatment had to be discontinued after three weeks because of the very severe accompany- 
ing pain, “as if the ulcer were filled with plaster of paris”—according to the patient. 
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SOCIETY TRANSACTIONS 


Dr. Maser G. SILVERBERG: We have been using this form of treatment for three months. 
The whole mood of the treatment room in respect to leg ulcers has undergone a change. Nurses 
and patients and everybody concerned have become optimistic. We do not happen to have had 
patients who have complained of pain; all did very well. 

Dr. NATHAN SoBEL: Why does ordinary Gelfoam (pads) not seem to work when applied in 
these conditions, and is the powdered product available on the market? 

Dr. Irvine L Mrivserc: In answer to Dr. Garb, I cannot explain why those particular 
patients did not heal. In answer to Dr. Fisher, we have not encountered any evidence of 
sensitization. As far as pain is concerned, the results vary. Most patients say they have much less 
pain after the application of the Gelfoam powder. Those patients with severe arteriosclerosis 
usually have painful ulcers to begin with, and the pain may be more severe in these cases, The 
ordinary Gelfoam packs do not seem to get into all the crevices. The powdered Gelfoam is very 
easy to apply. We now have a routine treatment: We apply the protective paste around the ulcer 
whether or not a dermatitis is present, and where there is any evidence of infection we apply 
chlortetracycline (Aureomycin) powder, oxytetracycline powder, or brilliant green to the 
ulceration prior to the application of the Gelfoam. We have done no bacteriologic studies on the 
ulcers. We have found the Gelfoam useful in minor surgery. For example, when a punch biopsy 
is done, a No. 5 punch wound will heal completely within a week without requiring suture, when 
the powder is applied. The Gelfoam is usually absorbed. 


Exudative Discoid and Lichenoid Chronic Dermatosis (Sulzberger-Garbe), Treated 
with Cortisone. Presented by Dr. NorMAN B. KaAnor. 


D. G., a 53-year-old white man, has had a rash on his face, trunk, and extremities since 
early in 1952. It has persisted despite local medication, ultraviolet, and roentgen-ray therapy, 
and has been very pruritic. 

The patient was first seen at the Skin and Cancer Unit on Nov. 5, 1953, There were 
numerous discrete and confluent erythematous, scaly, and infiltrated patches on the face, neck, 


over the chest and shoulders, on the trunk and penis, and on the upper and lower extremities. 
The discrete lesions were nummular in configuration. 

Results of complete blood count and urinalysis were within normal limits. Serologic tests for 
syphilis were negative. 

Microscopic examination of specimen from a lesion near the right shoulder was described as 
follows: “The epidermis is irregularly acanthotic and psoriasiform in type. Patchy areas of para- 
keratosis are present. In the upper cutis there is diffuse as well as perivascular inflammation 
reaction. The walls of the vessels appear edematous. The cellular reaction is pleomorphic, but 
not of sufficient magnitude to make a diagnosis of lymphoma. 

Treatment with cortisone was begun on Noy. 17, 1953. The initial dose was 200 mg. daily. 
There was definite objective and subjective improvement in 48 hours, and the dose was reduced 
to 150 mg. daily for 5 days, then to 100 mg. daily for one week, and subsequently to 75 mg. daily, 
with continued improvement. 

DISCUSSION 


Dr. NATHAN SoseEL: I have had several patients, as has Dr. Bloom, on the ward at the 
University Hospital, and they responded uniformly and immediately to cortisone and cortico- 
tropin (ACTH) ; they responded wonderfully well. They have to be kept on a maintenance dose. 


1. Lichen Sclerosus et Atrophicus. 2. Hypertrophic Lichen Planus. 3. Alopecia Areata. Presented by Dr. 
ALEXANDER A. FISHER. 

Chronic Discoid Lupus Erythematosus with Mucous Membrane Lesions. Presented by Da. Norman B. KANnor 
and Dr. CHARLES Sims. 

Hairy Pigmented Nevus, Presented for Suggestions for Therapy. Presented by Da. ALEXANDER A, PisHer. 

Case for Diagnosis. Dermatitis Repens (7) in a Diabetic. Presented by Dr. ALEXANDER A. FisHer. 

Xanthelasmoid Patehes with Epithelial Cysts. Presented by Dr. Joun Gans. 

Extensive Excavated Sclerotic Ulcer Considerably Improved with Absorbable Gelatin Sponge (Gelfoam) 
Powder. Presented by Dr. Joun Gans. 

Actinic Keratosis with Bowenoid Changes, Treated with Thorium X. Presented by Dr. Asranam J. Onruss. 

Herpes Gestations. Presented by Dra. Anprew G. Franks and Dr. Eanst Rosensaum, (by invitation). 
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A, M. A. ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


CHICAGO DERMATOLOG:CAL SOCIETY 


Julius E. Ginsberg, M.D., President 
Irene Newhauser, M.D., Secretary 
Feb. 17, 1954 


Epispadias, Penile Verruca Acuminata? Presented by Dr. Dr. 
Davin Couen, and (by invitation) Dr. Leonarp Horr. 


History.—The patient, G. J., is a 24-year-old white man. Three years ago the patient 
noticed a small lesion on the dorsum of the penis. This lesion was raised and had a necrotic 
center. He consulted a doctor and was treated with penicillin which caused a resolution of the 
lesion. Four months afterward the patient noticed the presence of a similar lesion on the tip 
of the foreskin. This lesion ulcerated and had a purulent discharge. He was again treated with 
penicillin plus a sulfonamide and the discharge ceased. 

Soon after this he again noticed a lesion on the dorsum of the penis. This lesion was verrucous 
in character and continued to enlarge, as did the lesion of the foreskin. He has since consulted 
many doctors without relief. 

The past history was negative except for the above, plus an epispadias. The family history 
was noncontributory. 


Physical Examination.—The penis showed a fungating mass and secondary infection at the 
tip of the foreskin (circumcised, Feb. 15, 1954, to get serial sections). Verrucous mass at the 
dorsum of the penis. 


Laboratory Findings.—Urinalysis was normal. Hemoglobin 101%; white blood cell count 
7,500. Serologic reactions were negative. 
Punch biopsy showed verruca acuminata. 


DISCUSSION 


Dr. J. B. Howe tt, Dallas, Tex.: This is a situation where a common actor, the acuminate 
wart, plays an unusual role, that of a locally destructive and invasive benign epithelial tumor. 

Buschke and Lowenstein, in the late 1920’s or early 1930’s called attention to the capacity 
of a long-standing large verruca acuminata to infiltrate and invade the soft tissues of the penis 
to unusual depths and thus mimic a carcinoma. The lesion in question is in my opinion a slow- 
growing, progressively destructive group of warts, and amputation may be required for complete 
eradication although less radical treatment will and should be tried first. 

In the differential diagnosis one should consider carcinoma and granuloma inguinale, but I 
think that both can be ruled out. 


Dr. Hamitton Montcomery, Rochester, Minn.: I want to substantiate what Dr. Howell 
said because we have had several South American patients in whom there has been tremendous 
destruction of the glans penis from verruca acuminata and in whom it was finally necessary to 
do partial amputation, In these cases, there was lack of histologic agreement whether the patho- 
logic picture was that of a verruca with many mitotic figures or whether true malignant change 
had taken place. This was also true in patients who had had much treatment, varying from 
x-rays to application of podophyllum resin. 

Dr. M. R. Caro: In a case of this sort it is important to perform more than one biopsy. We 
had a case not long ago in which several superficial biopsies showed condyloma acuminatum, but 
a deeper section revealed the presence of carcinoma. That could well be the case here. 

Dr. SternHen RotuMan: In the case presented I cannot imagine that the verruca virus 
alone could be responsible for the deep destruction. I agree that malignant change must be sus- 
pected, 


Sarcoid with Alopecia; Sarcoidosis. Presented by Dr. Samuet Biuerars, Dr. HARoLp 
and (by invitation) Dk. H. K. MrrcHecc. 
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SOCIETY TRANSACTIONS 


DISCUSSION 


Dr. ApoLpH RosTENBERG: The combination of alopecia with sarcoidosis is, in my enperi- 
ence, unusual. The Illinois staff will recall that a few weeks ago we saw a Negro woman who had 
diffuse alopecia of the scalp plus the bone and lung changes of systemic sarcoidosis. On the 
skin there were lesions typical of sarcoidosis but there was also some suggestion of lupus 
erythematosus. The biopsy from a skin nodule was reported as compatible with sarcoidosis. The 
alopecia in this woman was very diffuse and did not appear to be a consequence of local infiltrates 
such as in the woman presented today. I do not recall ever having heard of such a combination 
nor did Dr. Senear, to whom I showed the case at the time she was in our clinic. 

Dr. THEODORE CORNBLEET: It seems to me that atrophy of the skin can and does occur 
in sarcoidosis. Dr. Ormsby’s book contains a picture ef a patient with a lesion quite similar to 
this one. Cortisone has a temporary favorable effect on sarcoid lesions. Hydrocortisone ointment 
might stay the extension of the lesion farther into the scalp and thus prevent a larger area of 
permanent alopecia. 

Dr. WiLtiam SLINGER, Rockford, Ill.: I should like to ask Dr. Rostenberg what he feels 
the present status of the Kveim test is. When | was in Oslo, Dr. Danbolt and the other men 
told me very certainly that they did not believe that any two groups of observers had produced 
the Kveim reaction with extracts of spleen and liver or had presented adequately controlled 
experiments. 

Dr. StepHen RotuMan: In the experience of our chest department, the Kveim test is an 
absolutely specific test. I do not believe that extracts of normal spleens would ever yield this 
reaction. 

Dr. ApoLpH RosteEnBERG: It is a matter of historical interest that recently Danbolt reported 
(Schweiz. med, Wchnschr. 52:138, 1946) on Boeck’s very first case of sarcoid. The man was 
80 years old at the time of the report and had been admitted to the hospital for a kidney com- 
plaint which turned out to be a hypernephroma, from which he died. A necropsy was done, and 
there was no evidence of sarcoidosis grossly or histologically in any of the internal viscera, 
On the skin where there apparently had been sarcoid lesions at the time Boeck saw the man in 
1896, there were faint yellowish areas of atrophy plus telangiectasis, It is interesting that the 
Kveim test was still positive. 

While there is no doubt that the Kveim test has a theoretical rational basis, like the 
Frei test, it does not seem to be of great practical value. First, there is no standarized source of 
antigen; consequently one has to make his own, and there is apparently great variability in 
potency. For example, we made some, using lymph nodes from patients who had all the ear- 
marks of systemic sarcoidosis, and yet the vaccine did not yield positive reactions in any subject. 
The second drawback from a practical point of view is that apparently, for reasons that are 
somewhat obscure, a positive reaction may be inordinately long delayed—months to years. 
It is obvious that a test that will show up only after this length of time is not of too much value 
in the routine diagnosis of patients. 

Dr. M. R. Caro: I should like to comment on the presence of atrophy in sarcoidosis, In 
sections of sarcoid there are densely packed masses of epithelioid cells that often fill the corium, 
and this is bound to result in atrophy. If the lesion should be present on the scalp, there would 
certainly be a bald spot at the site. Sarcoid very seldom affects the scalp and therefore we do 
not see alopecia very often. 

Dr. M. H. Esert: Since the Kveim test has been mentioned, it is interesting to note that 
extracts made from lymph nodes of patients with well authenticated sarcoidosis, even though 
they have been prepared with all proper precautions, are not equally efficient in the production 
of the Kveim test. Some excellent work on this subject has been done at the University of 
Chicago Medical Department. The annular type of sarcoidosis of the skin is not rare. | agree 
with Dr. Care that when the central infiltrate absorbs, it is bound to leave a scar. The lesions 
in the scalp that were present today were also annular lesions. However, the amount of scarring 
in the center of these lesions was unusual. 

Dr. S. M. Biuerars: Our purpose in presenting this case is threefold. When this patient 
was presented at the Cook County Hospital the attending staff all agreed that (1) patchy 
alopecia associated with sarcoidosis is rare; (2) the annular lesions are an unusual feature in sar- 
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coidosis, and (3) the hypersplenic syndrome is present in this patient. Hypersplenism signifies 
a breakdown of the elements in the peripheral blood from functional overactivity of the spleen. 
Hypersplenism may be primary or secondary. The secondary type may be due to various 
diseases such as congestive splenomegaly (Banti’s syndrome), lipid diseases, inflammatory 
splenomegalies (syphilis, sarcoidosis), collagen diseases, and the lymphoblastomas. The criteria 
for making a diagnosis of hypersplenism are enlarged spleen, depletion of blood elements in the 
peripheral blood, as manifested by anemia, leucopenia, thrombocytopenia, and demonstration of 
unimpaired bone marrow production. 

This patient has an enlarged spleen, anemia, leucopenia, thrombocytopenia, and normal bone 
marrow. The hypersplenic syndrome is important to the dermatologist since the first manifesta- 
tions may appear on the skin. The pallor and glossitis are due to anemia, ulcerations in the mouth 
and on the skin, to leucopenia and purpura, and to thrombopenia. 

In this case the hypersplenism was corrected by removal of the spleen but this had no effect 
on the sarcoidosis which is still present although the blood picture is now normal. 


Scrofuloderma. Presented by Dr. Rosert E. BLoom (by invitation). 

History.—A 35-year-old female packing house worker’s chief complaint began 10 years ago 
as firm, painless nodules which enlarged slowly, then ulcerated, draining a purulent fluid, The 
lesions would then heal with scarring and hyperpigmentation, the whole course of events 
requiring a period of several months, 

The family history is significant in that the patient’s brother came to live with her in 1948 
and died in 1952 after an operation for tuberculosis of the spine. 

Physical Examination.—When first seen, on Feb. 1, 1954, at the University of Chicago Clinics, 
examination of the skin revealed well-healed linear scars showing bridging and papillomatous 
excrescences on both sides of the neck and in the right axilla. A few 1 to 2 cm. nodules could be 
palpated beneath several of the scars. Anteriorly on the left side of the neck an oval 5 mm. 
undermined ulcer with a necrotic base drained a thin creamy exudate. This lesion could be probed 
posteriorly to a distance of 2 cm. 

The remainder of the physical examination was negative. The patient is seven months preg- 
nant. 

Laboratory Findings.—Laboratory work revealed normal urinalysis, blood count, and fasting 
blood sugar. The Kahn test was negative. 

Chest x-ray revealed no evidence of tuberculosis. There were no soft tissue calcifications 
in the neck. Mantoux test was strongly positive 1: 10,000. 

Culture of the lesion revealed hemolytic Staphylococcus aureus and Staphylococcus albus. 
Direct smear was negative for acid-fast bacilli. Results of culture and guinea pig inoculation for 
acid-fast bacilli have not been reported. 

Biopsy: The epidermis is acanthotic, edematous, and deeply pigmented, and there is a super- 
ficial erosion, There is a chronic inflammatory infiltrate in the upper corium, and in the deeper 
corium there is an area of tuberculoid granulation tissue with epitheliai cells, Langhans giant 
cells, and lymphocytes. With Ziehl-Neelsen stain no acid-fast bacilli were seen. 


DISCUSSION 

Dr. Rozert E. BLoom (by invitation) : I should like to mention some studies done with C14- 
labeled isoniazid done by R. H. Ebert, Barclay, and Roth at the University of Chicago Clinics. 
In addition to finding that the drug was freely diffusible into caseous foci, large amounts were 
stored in the skin. In fact the skin seems to act as a major storage depot of the drug. 

With regard to therapy, some conclusions were reached at the February, 1954, Conference 
of the Section on Chemotherapy of the Veterans Administration as to the most effective 
method of using the new antituberculcus agents. It was concluded that isoniazid should be 
used first, streptomycin and paraaminosalicylic acid being reserved for later possible complica- 
tions. It was further agreed that isoniazid should be used continuously rather than inter- 
mittently for at least six months and preferably a year. Since isoniazid acts specifically on the 
tubercle bacillus and calciferol on the host tissue, we plan to use this combination of drugs in 
treating our patient. 
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Dermatitis Herpetiformis. Presented by Dr. StepmeN RoTHMAn and (by invitation) Dr. 
Stantey M. Mestrow. 


History.—This 61-year-old housewife was first seen at the University of Chicago Clinics on 
Dec. 11, 1950, with the complaint of a recurrent eruption during the previous six years. The 
eruption was described by the patient as pea-sized blisters occurring mostly on the upper back, 
on the chest, under the breasts, and on the scalp and accompanied by an intense burning sensa- 
tion at the onset and later by itching. The blisters would later rupture and frequently were 
followed by pigmentation. She had taken an unknown sulfonamide drug about six months pre- 


viously and showed marked improvement. However, use of the drug was discontinued because of 
severe gastric upset. 


Physical Examination—There was a mottled brown pigmentation of the neck, shoulders, 
back, and anterior chest, under the breasts, and on the abdomen and upper arms. A few scattered 
reddened papular lesions were also present in these areas and on the scalp. On subsequent visits, 
grouped vesicles appeared in these locations. 


In May, 1951, she was given sulfapyridine (3 gm. daily) and has continued this medication 


in varying dosages to the present time with satisfactory control of her eruption and subjective 
symptoms, 


Laboratory Findings.—Urinalysis: No albumin, sugar, or blood. The Kahn test was negative. 


The stools were negative. White blood cell count was 16,800; differential distribution, poly- 


morphonuclears 40, large lymphocytes 0, small lymphocytes 58, monocytes 2, eosinophiles 0, and 
basophiles 0. 


Dermatological Pathology—The epithelium appears normal apart from slight intercellular 
edema in some places. There is subepidermal edema, amounting in one place to a small vesicle. 
Here there is a loose infiltrate of lymphocytes, and around the small vessels of the upper half of 
the corium there are also edema and perivascular infiltrate with a few eosinophiles. 


DISCUSSION 


Dr. M. H. Expert: If I saw this case for the first time today in my office without taking a 
history, I doubt very much if I could make a diagnosis of dermatitis herpetiformis from the 
lesions today. There are no bullae; there are a few vesicles on an erythematous base, and there 
are few papules. There is very little pigmentation. However, the patient complains of intense 
itching. From the history we learned that this patient has been under sulfapyridine therapy, 
which accounts for the paucity of lesions. She has had this disorder in one form or another for 
10 years. I thought the distribution was unusually interesting, in that the lesions have always been 
confined to the upper half of the trunk, the face, and the scalp. It is rather unusual for dermatitis 
herpetiformis of this duration to show such a limited distribution. 


In the differential diagnosis, one would consider an unusual Hailey and Hailey disease. 
However, there is no familial history, and the distribution is too widespread for this disorder. 
Pemphigus can be ruled out by the absence of mucous membrane lesions over a period of 10 years, 
as well as by the multiformity of the lesions. One must finally consider multiform erythema of 
toxic origin. The amount of itching and burning she complains of would be very unusual. I 
believe the biopsy sections enable us to make a histologic diagnosis of dermatitis herpetiformis. 
The vesicles were subepidermal and the infiltrate contained a large number of eosinophiles, The 
hemogram showed no eosinophilia. However, this is probably due to present treatment. There is 
no record of iodide test having been tried. It would be interesting to see whether it would be 
positive or not. The excellent response to sulfapyridine makes the diagnosis of dermatitis herpeti- 
formis most likely. The case is unusual in the limitation of the lesions to the upper half of the 
body for such a long period. 


Dr. Orro C. SteEGMAIER, Davenport, Iowa: I had seen this patient in 1951 and I think I can 
answer Dr. Ebert’s question regarding the iodide patch test. The internist gave her intravenous 
injections of sodium iodide, and she developed massive bullae on the arm and neck within 12 
hours after the injection. She definitely has dermatitis herpetiformis: 


I should like to have Dr. Rothman’s comment as to how he is handling her with sulfa- 
pyridine and whether he has used the enteric-coated capsule or some other kind, since she had 
gastric upsets on sulfapyridine while under my care. 
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Dr. Suettow: There was some question concerning the sulfapycidine, which leads 
me to mention a case that had been under observation periodically for some 10 years, finally 
becoming completely refractory to sulfapyridine. The patient was then put on a regimen of 
hydrocortisone by mouth, receiving 20 mg. four times a day, with a very satisfactory response 
which led to a complete remission. It has been found that he has been free of the itching and of 
the eruption with one 5 mg. tablet daily. 

Dr. Tueopore Corns_eet: With Hailey and Hailey’s disease suggested as a possible diag- 
nosis, it might be well to try chlortetracycline (Aureomycin) as a therapeutic test. I find two 
capsules (250 mg. each) a day are enough to control my patient’s eruption. 

Dr. Sterpuen Rotuman: The discussion by Stegmaier brought out clearly that beyond 
doubt this patient has dermatitis herpetiformis. I do not believe a therapeutic test with chlor- 
tetracycline (Aureomycin) to exclude Hailey and Hailey’s disease is necessary in this case 
because the therapeutic test with sulfapyridine, among other pieces of evidence, has amply 
proved that the diagnosis of dermatitis herpetiformis is correct. The late Dr. Hopkins told me 
once that he diagnosed dermatitis herpetiformis mainly on the basis of whether the case responded 
promptly to sulfapyridine or not. Our patient was known to demonstrate that sulfapyridine can be 
given for years without side-effects and without decreasing efficacy. We have patients now under 
observation who have been taking sulfapyridine for 10 years and still are able to control 
their disease perfectly. I am very much interested to hear that there are cases in which the 
effectiveness of the drug has decreased. We check the urine and white cell count quite frequently 
for one to two years, but if no leucopenia or kidney damage has developed in the first year we 
check only four times a year. 


The suppressive effect of sulfapyridine very muca reminds me of the suppressive effect of 
sulfonamides in experimental infections with lymphogranuloma venereum virus. Rodaniche, at the 
University of Chicago, found that mice can be protected with sulfonamides against intracerebral 
inoculation of this virus. But if the brain tissue of these protected animals is injected into healthy 
mice they will die of lymphogranuloma venereum infection (Rodaniche, E. C.: Sulfanilylguani- 
dine and Sulfanilamide in the Treatment of Lymphopathia Venereum Infections of Mice, J. Infect. 
Dis, 70:58-61, 1942). I wonder whether a similar virostatic effect of sulfapyridine operates 
in dermatitis herpetiformis. 

Dr. HAMILTON MontGOMERY, Rochester, Minn.: Dr. Brunsting has a great many patients 
who have gone 10 to 12 years on sulfapyridine. Once we know what their tolerance is, we do not 
worry about continuing with the drug indefinitely. 

Dr. F. J. Szymanski: Dr, Finnerud and I have a patient with the worst case of dermatitis 
herpetiformis that we have ever seen. For a period of five or six years he was well controlled 
with a small maintenance dose of sulfapyridine. Unfortunately, sulfapyridine lost its effect, and the 
patient was miserable until he received sulfoxone (Diasone) which controls the eruption and 
itching fairly well. 

Dr. M. J. Reuter, Milwaukee: I have had one patient with herpes gestationis whom I 
followed through five pregnancies. With the first and second pregnancy she did well with sulfa- 
pyridine ; with the third pregnancy the disease was not controlled with the drug. In the last two 
pregnancies sulfapyridine was completely ineffectual, but the disease was controlled with cortico- 
tropin and cortisone. I might add for the record that there has been no adverse effect upon the 
offspring. 


Pseudoxanthoma Elasticum (Associated with Angioid Streaks of the Retina). 
Presented by Dr. Orro C. StecmMaierR, Davenport, Ia. 


History.—L. A., a 28-year-old white garment worker, was first seen Jan. 30, 1954. Her lesions 
were first noted at the age of 10 years. They have gradually coalesced over the years to form an 
asymptcmatic plaque about the neck. She apparently is unaware of any other similar lesions. A 
painful growth has been noted on the left shoulder for five years. Her general health is good 
except for anemia. One of three siblings, aged 12, is now developing a yellow plaque on the 
neck, The history of the parents is negative. 

Physical Examination.—Examination reveals a well developed, pale woman with yellowish 
plaques involving the neck, the axillae, and the sternal and cubital areas. There is questionable 
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involvement of popliteal space. The groin is normal. Mucous membranes of the mouth fuiled to 
reveal any yellow lesions. The most developed plaque covers the entire neck, extending down 
over the clavicles. It consists of a hyperelastic thickened yellowish confluent plaque, with pig- 


mented follicular openings. There is a 0.5 by 3 cm. linear elevated firm nodule over the left 
shoulder. 


Ophthalmoscopic examination reveals typical angioid streaks, pigmentation, and choroid 
lesions. 


Laboratory Findings.—Biopsy from the right side of the neck shows swelling and fragmenta- 
tion of the elastic fibers. Fibroma was the diagnosis from biopsy of the left shoulder. 


DISCUSSION 


Dr. F. J. SzyManskr: As all of you know, pseudoxanthoma elasticum is not an innocuous 
condition affecting only the skin. It is a disease involving the elastic tissue in various parts 
of the body. Balzar, who described the first case of pseudoxanthoma elasticum, reported 
yellowish nodules on the endocardium at autopsy of his patient. These nodules showed the same 
changes in the elastic fibers as are seen in the involved skin. More recently H. H. Wolff and his 
co-workers reported a very unusual case in the Archives of Disease in Childhood (27:82-88 
[Feb.] 1952) of a boy 5 years old with pseudoxanthoma elasticum and intermittent claudication, 
loss of pulsation in the distal arteries of the limbs, calcification in the proximal arteries, and 
vascular changes in the fundus. The patient’s brother has pseudoxanthoma elasticum of the skin, 
calcification of the femoral artery, intermittent claudication, and changes in the fundus at the 
age of 25 years. 

All of us are aware of the association of angioid streaks with pseudoxanthoma elasticum. 
However, you may be surprised to learn that four cases of osteitis deformans associated with 
angioid streaks were reported by Terry (Tr. Am. Ophth. Soc. 32:555, 1934). In addition, he 
surveyed the literature, and of 104 cases of angioid streaks 9 demonstrated Paget's disease of 
bone. Terry was unable to find a case of pseudoxanthoma elasticum with osteitis deformans. 
However, Woodcock showed a case with pseudoxanthoma elasticum, angioid streaks, and 
osteitis deformans to the Cleveland Dermatological Society (65:623 [May] 1952). Some of you 
may ask, “What does osteitis deformans have to do with a disturbance of the elastic tissue?” 
Just recently certain observers have become aware of multiple arteriovenous fistulae running 
throughout the hypertrophied bones of osteitis deformans. As far as I know, no biopsies or 
histologic studies have been done on those arteriovenous aneurysms, but it occurred to me that 
these fistulae could be due to a degeneration of the elastic tissue. 

A final word about prognosis. The skin changes in this disease are not very important 
except from a cosmetic standpoint. The angioid streaks are far more serious. There is an 
impairment of vision in all of the patients with angioid streaks, sometimes leading to blindness. 

Dr. STEPHEN RoTHMAN: Lobitz and Osterberg have shown by both microincineration and 
chemical analyses the accumulation of huge amounts of calcium in such cutaneous lesions. 
(Lobitz, W. C., Jr., and Osterberg, A. E.: Pseudoxanthoma Elasticum: Microincineration, 
J. Invest. Dermat. 15:297-298, 1950). This fits well with Dr. Szymanski’s comment on 
generalized calcifying vascular changes in this disease. It is a most challenging task to find out 
why some degenerative processes are connected with calcium deposition and why others are not. 

Dr Hamitton Montcomery, Rochester, Minn.: Pseudoxanthoma elasticum and angioid 
streaks are closely related but may occur independently of one another. There is a localized 
calcinosis, as Lobitz and Osterberg and also Finnerud and Nomland showed. It is interesting 
to have the discussers bring out the systemic nature of pseudoxanthoma elasticum. There have 
not been many cases in which the cholesterol and blood lipids have been studied, but I would 
prefer to regard the present acrosclerosis as a coincidental finding. One can find calcinosis in 
both dermatomyositis and scleroderma, and occasionally the calcinosis will be just as prominent 
as that seen in pseudoxanthoma elasticum. 

Dr. Avotpn RosteNnBERG: I want to make one comment on the systemic complications of 
pseudoxanthoma elasticum. I saw a young woman at Hines Hospital, under 35 years of age, 
who had a very diffuse pseudoxanthoma elasticum with angioid ‘streaks. She had had a gastrec- 
tomy and was told that she had the same involvement in her stomach as she had in the skin. 
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We had no opportunity to work up the case. We had only her story that similar pathologic 
alterations were found in the stomach as in the skin, She was a very uncooperative patient and 
left against advice. 

Dr. Orro Stecmarer, Davenport, Iowa: This may answer some of the questions. The 
illustration presented with this woman was from Wilmer’s “Atlas of Ocular Fundi.” It men- 
tioned one case in a 26-year-old man who died five years after the onset of the disease and 
autopsy showed localized calcification of skin and muscles and also amyloid deposits in the 
kidneys and other organs. The serial sections did not reveal abnormalities of the elastic tissue in 
the eye. This patient is being subjected to a general work-up. If I have any more information, 
I will report it later. 


Multiple Telangectasias Plus Acrosclerotic Changes of the Extremities with Dupuy- 
tren’s Contracture. Presented by Dr. A. Rostenserc. 


History.—The patient, E. W. O., a 58-year-old white man entered the hospital on Jan. 16, 
1954 because of numbness in his hands and legs and extreme sensitivity to cold in his hands for 
the past two years. Upon exposure to low temperatures, his hands became very white as well as 
painful. In addition, he complained of shooting pains in his legs for a similar period, The 
patient gave a history of excessive alcoholic intake. He had had some orthopnea, exertional 
dyspnea, and paroxysmal nocturnal dyspnea over the past year. His stools have been acholic 
for a week prior to admission. He had had several previous hospitalizations for alcoholism, 
ulcerations of the lower esophagus, and chronic gastritis. 

Physical Examination.—Blood pressure was 110/60; pulse rate 120 and regular. The fore- 
head, face, and neck were covered with large telangiectasia. There was a Grade II retinopathy. 
Mucous membranes were pale. Chest was emphysematous. Liver was palpable 8 cm. below 
the right costal margin and was firm and tender. Spleen was not palpable. A large right indirect 
inguinal hernia was noted, There was a 3+ sacral pitting edema, Deep tendon reflexes were 
hyperactive, There was a hypesthesia in a glove and boot distribution. 

Examination of the skin revealed the above-mentioned angiomata over the face, forehead, 
and fingers, with a few on the upper trunk and tongue. Examination of the hands revealed a 
tightening of the skin of all fingers, with slight evidence of attenuation and a peculiar pallor of 
most of the fingers. The skin felt adherent to the overlying structures. In addition, there appeared 
to be Dupuytren’s contracture of the left ring finger. There were similar although less marked 
changes of the toes. 

Laboratory Findings.—Urinalysis essentially negative. Blood count revealed a marked hypo- 
chromic anemia with a moderate leucocytosis. Liver function tests revealed an increased sulfo- 
bromophthalein sodium retention and an elevation in the serum globulin. 

Serologic reactions were negative. 

X-ray of the chest revealed cardiac enlargement, pulmonary congestion, and a slight degree 
of pleural effusion at the right base. Gastrointestinal series revealed a narrowed distal segment 
of the esophagus consistent with scleroderma, although benign stricture or carcinoma should be 
considered, 

Since admission, the patient has received three blood transfusions and his hemoglobin has 
risen from 4 to 7.5 gm. His decompensation had been controlled, and for the past two weeks he 
has received daily methacholine (Mecholyl) chloride iontophoresis with a marked improvement 
of the skin changes in his hands. 

DISCUSSION 

Dr. Orro StecMatieR, Davenport, Iowa: In addition to the multiplicity of diagnoses with 
which this patient was presented, I think there were two important points that should interest 
us. The first is the multiple telangiectasias over the face, upper chest, and hands, suggestive of 
pulsating angiomas associated with hepatic disease. This condition was first described by 
Snell and Williams, and it has been written up extensively in addition to other types of 
telangiectasia by W. Bean, an internist formerly at Cincinnati, now in Iowa. He has an idea, 
since angiomas occur in pregnancies and in hepatic disease, that there is a steroid relationship. 
I do not know of any cases that have appeared under corticotropin (ACTH) or extensive 
cortisone therapy. In the second place, I believe that this patient has Raynaud’s disease with 
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secondary scleromato1s changes about the hands. The reason I say Raynaud’s disease rather 
than scleroderma or acrosclerosis is that the sclerodermatous change is limited to the areas where 
the Raynaud phenomena take place. 

Dr. Hamitton Montcomery, Rochester, Minn.: This is the most extensive case of 
pulsating angiomas that I have seen and is much more extensive than cases described by 
Williams and Snell (Arch, Int. Med. 62:872, 1938). In order to feel the pulsations one must 
exert very light pressure. The patient, in addition, has acrosclerosis with Raynaud’s phenomena. 
I do not believe that the two conditions are related, and this is the first time I have seen the 
combination of the two conditions. 


Dr. THEODORE CORNBLEET: Some time during 1953 there appeared in Pfliigers Archiv 
a good histological study of these spider nevi, showing them to be arteriovenous aneurysms. 

Dr. Apoten RostenserG: I should like to thank the various discussers. Dr. McCraney 
and I felt there was some pulsation in some of the lesions. | think the case is of interest because 
it is rather unusual to see such a large number of telangiectases. The man had some on the 
tongue as well. I do not believe that the changes in the hands are causally related to the liver 
disease. I certainly have never seen the combination of multiple telangiectases (some pulsating 
angiomas) plus acrosclerotic changes limited to the fingers, nor have I heard of it. As to the 
proper label, whether it is a Raynaud's disease or true acrosclerosis, | do not know. 


Secondary Syphilis. Presented by Dr. Davin Omens and (by invitation) Dr. OMENS and Dr. HaroLp 
Marks. 

Tuberculoderma? Sarcoidosis? Presented by Dr. THEODORE CorNnBLeET and (by invitation) Dr. Smney BARsKy 
and Dr. HaroLD Marks. 

Erythematosus, Chronic Discoid. Presented by Dr. Davip Omens and (by invitation) Dr. Harotp OMENS 

and Dr. H. K. MitcHert. 

Ichthyosis Hystrix. Presented by Dr. Davin Omens and (by invitation) Dr. Harotp Omens and Dr, Leonarp 
Horr, 

Cutaneous Blastomycosis. Presented by Dr. ApoLPH ROsTENBERG Jr. and (by invitation) Dr. Smpney J. KAPLan. 

Hypertrichosis Treated with the High-Frequency Current. Presented by Da. WimLLIAM A, ROSTENBERG, 

Case for Diagnosis: Spotted Diffuse Melanoderma. Presented (by invitation) by Da. Faeperick D. MALKINSON, 

Facial Granuloma with Eosinophilia? Presented by Dr. ALsert H. SLEPYAN and (by invitation) Dr. Maurice 
WALp. 

Late Syphilis, With Residue of Late Cutaneous, Ocular, Osseous, Cardiovascular, and Possibly Pulmonary 
Involvement. Presented by Dr. Francis E. SENEAR, Dr. Georce FLEMING (by invitation), and Dr. Louise 
Tavs. 


Julius E. Ginsberg, M.D., President 


Irene Neuhauser, M.D., Secretary 
March 17, 1954 


Lupus Erythematosus Sine Lupus Erythematosus, with Positive L. E. Cells and 
Nephrosclerosis. Presented by Dr. THEoporE Corneieet, Dr. Stpney Barsky, and 
(by invitation) Dr. H. K. MircH ect. 


Lupus Erythematosus. Presented by Dr. Tuzopore Dr. Stpney Barsky, 
and (by invitation) by Dr. H. K. MitcuH ect. 


Lupus Erythematosus with Depigmentation. Presented by Dr. Samuget Biuerars, Dr. 
and (by invitation) Dr. H. K. Mircnecer. 


DISCUSSION 

Dr. Louis A. BrunstinG, Rochester, Minn.: The patients presented here are a far cry 
from the textbook picture of systemic lupus erythematosus. As the L. E. test is applied more and 
more to the investigation of patients with unusual arthritic and renal syndromes, it is evident 
that some forms of systemic lupus erythematosus never show cutaneous reactions, and, secondlv 
that the course of the disease may be long drawn out through years of remissions and periodic 
relapse. I have seet. several instances in which patients have had a severe degree of mutilating 
arthritis and others with advanced renal disease which were the only signs of lupus erythema- 
tosus. I do not believe that steroid therapy should be instituted solely on the basis of a positive 
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L. E. test. These hormones will control fever, arthralgia, and, to some extent, effusions, and they 
will evoke an improvement in general well being. In some patients it is advisable to treat 
periodically with cortisone or corticotropin (ACTH), and at the same time not to lose sight of 
the need for blood transfusions, high protein diet, measures of physical therapy, and, above all, 
a program of rest. In the management of younger women who experience aggravation during the 
menstrual cycle, the use of estrogens in quantity sufficient to suppress the menses may reduce 
the need for steroid therapy. 

It is becoming apparent that the management of patients with systemic lupus erythematosus, 
in general, is an individual problem; inasmuch as we know little or nothing about the etiologic 
factors concerned, our chief efforts must be directed toward symptomatic control. 

Dr. Apo_pH RostenperG, Jr.: As Dr. Brunsting said, our point of view about lupus 
erythematosus, particularly systemic lupus erythematosus, is changing. Of course, one of the 
prime events responsible for this change was the discovery of the L.E. cell, and the lupus 
factor in the serum. When the test was first reported it proved to be quite specific for L. E., 
but recently Walsh and Zimmerman have reported finding the L. E. factor in severe cases of 
penicillin reactions, As Dr. Brunsting mentioned, this woman is in remission and the L. E. 
cell is not found, Gold and others have written extensively on sensitivity as a cause of L.E. 
All of these points then raise the question: Is the L.E. phenomenon an expression of a 
particular kind of sensitization reaction which may have more than one clinical expression, or 
is it a response to a particular morbid entity, namely L. E.? It would be of some importance to 
have accurate statistics on the incidence of acute disseminated lupus erythematosus. Is it 
increasing with the increasing use of drugs which are strong sensitizers? I think it would be of 
interest where we have a marked sensitivity reaction that has some of the appearance of poly- 
arteritis nodosa, to search for the L. E. cell or factor. This might give us some insight as to the 
pathogenesis of lupus erythematosus. 


Dr. Henry E. Micnetson, Minneapolis: Dr. Brunsting brought out the importance of 
management, not necessarily treatment, in handling L.E. patients. There is no question we 
have advanced a great deal in diagnosis in this condition in the last five years, and the therapy 
is also improving, but there is still room for advances, I do not believe that the use of anti- 
biotics has been thoroughly evaluated, and the question of what to do when such a patient 
has a positive blood culture is important. In a recent debate with the Department of Medicine I 
held that, even though one had a positive blood culture with an indicated antibiotic, the treatment 
with the antibiotic without the use of the steroids would be valueless, and that proved to be the 
case. | believe we should consider doing blood cultures more frequently in the systemic cases. 


Dr. Tueopore Cornsieet: We used to see numbers of patients in the medical wards with 
and without skin lesions, problem cases in which lupus erythematosus was thought of as a 
diagnosis. The internists no longer ask our opinions, Through this experience we came to be 
impressed with a number of variable syndromes, with all degrees of severity and mildness. 
Many of these patients with lupus erythematosus do not die. They just get ill at unpre- 
dictable intervals with something less than complete recovery in between. They just carry on, 
not being quite invalids. 

Dr. H. H. Ropin, South Bend, Ind.: Because of recent reports in the literature that L. E. 
cells have been found associated with severe drug eruptions, particularly penicillin, we have 
carried out L. E. studies on the last 12 cases of penicillin reactions that have been admitted to 
our ward, In all cases the examinations were negative. 


Erythema Nodosum. Presented by Dr. Taropore Corneveet, Dr. S. Barsky, and 
(by invitation) by Dr. H. Marks. 


History.—This 43-year-old Negro woman was in good health until two weeks prior to 
admission, when she had a “cold” associated with pain in hips and knees. As the upper 
respiratory infection subsided the patient developed discrete painful subcutaneous nodules on 
the extensor surfaces of both arms, and pain in the pretibial areas. She gives a history of taking 
666 (a preparation containing antipyrine, citric acid, magnesium sulfate, and ammonium chloride) 
for her cold. The past history and the family history are noncontributory. 
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Case for Diagnosis (Erythema Induratum: Nodular Vasculitis?). Presented by Dr. 
Orto C. STEGMAIER. 


History.—M. W., aged 33, Polish D. P. woman, presents nodules, ulcers, and large purplish 
red areas of induration involving the lower legs symmetrically. The condition has been present 
for the past 10 years. It disappears in the summer and reappears in the cold winter months. Prior 
to her entry to the United States five years ago, a chest film was negative. 

Laboratory Findings.—A recent chest plate is negative. Intradermal tuberculin test (Parke, 
Davis PPD, intermediate strength) was positive. Sedimentation rate was 26 mm. per hour 
(Cutler method, normal for women 0 to 15). 

An excision biopsy specimen of an area of induration was interpreted as panniculitis. The 
slide is presented. 


Pulmonary Hilar Syndrome: Erythema Nodosum and Sarcoidosis? Presented by Dr. 
ADOLPH ROSTENBERG JR., and staff. 


History —D. T. G., a 30-year-old man, complained of intermittent nausea, headaches, and 
fever for four to five weeks, arthralgia and muscular aches of eight days’ duration, swelling 
of both feet for five days, and development of nodules in the feet, legs, and forearm, with 
coughing of one day’s duration. Patient had been taking numerous medications, including sulfi- 
soxazole (Gantrisin), penicillin, Co-Pyronil (pyrrobutamine with thenylpyramine and cyclo- 
pentamine hydrochloride), phenobarbital, atropine, neostigmine (Prostigmin) for a sluggish 
bowel, and thyroid extract as much as 3 grains (0.2 gm.) daily for a year. 

Physical Examination.—On admission, examination revealed a slightly obese white man in 
a moderately acute attack, complaining of the above-mentioned symptoms. Examination of the 
abdomen revealed slight tenderness of the right upper quadrant, while that of the skin revealed 
numerous coin-sized, erythematous, and slightly tender nodules on the extensor surface of each 
forearm and on the dorsum of the soles, feet, ankles, and lower leg. 

Laboratory Findings.—Positive findings revealed a persistently elevated sedimentation rate 
ranging from 15 to 25 mm. per hour, and repeated chest x-rays revealed enlarged hilar 
mediastinal lymph nodes as well as a dense nodule in the left sixth interspace consistent with 
the diagnosis of a tuberculoma, but no calcification, no cavitation within the density, and it was 
considered to be consistent with the diagnosis of erythema nodosum or sarcoidosis. Laminogram 
of the nodule was negative. Skin tests were negative to histoplasmin, blastomycin, coccidioidin, 
and first and second strength PPD. 

Since admission approximately some three weeks ago, the cutaneous lesions have shown a 
tendency toward involution. Recently a systolic murmur has been noted. Treatment to date has 
been limited to salicylates and antispasmodics. 


Recovery from Relapsing Febrile Nonsuppurative Panniculitis (Weber-Christian 
Disease). Presented by Dr. StepHen RorHMAN and (by invitation) Dr. Attan L. 
Lorincz. 


History.—W. S., a 51-year-old white woman, was presented previously before this Society on 
Nov. 21, 1951, because of her severe Weber-Christian disease associated with lupus erythematodes 
disease. 

Subsequently, while the patient was on a regimen of bed rest, autohemic injections, vitamins, 
and small doses of quinine, undiminished activity of the disease persisted for about four months, 
with many new nodules of panniculitis appearing, and with malaise, tachycardia, severe leuco- 
penia, and fever. Then while she was still on the same program of management, the disease 
gradually began to subside, until by Oct. 1952, the patient was afebrile and had only very 
occasional small new subcutaneous nodules, and her white blood count became normal. As the 
former panniculitis lesions involuted, 1 to 2 in, (2.5 to 5 cm.) areas of atrophy of subcutaneous 
fat tissue became evident and gave the involved regions a strikingly scalloped appearance. 

In March, 1953, the patient developed acute appendicitis, which perforated. Appendectomy 
was done, and prompt recovery followed an uneventful postoperative course. 
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Physical Examination.—At the present time the patient contiriues to be afebrile and is in a 
very satisfactory general state, with only about a half dozen small, hard, subcutaneous nodules 
remaining on the extremities and trunk. 

Laboratory Findings——Hemoglobin 15.0 gm.; white blood cell count 8,300, with normal 
differential count. Sedimentation rate 12 mm, per hour. Urinalysis is entirely normal. 


DISCUSSION 


Dr. Henry E. Micnerson, Minneapolis: I have been much interested in erythema nodosum 
for a long while because of the controversy concerning the position of the disease. Is it a disease 
or is it a symptom of another disease? I think in the majority of cases one is unable to point 
out the direct relationship to an underlying condition. I think that many times the evidence 
is presumptive. I have been unable to find the so-called Miesscher granuloma in many slides; 
I think it was 3 in 20 cases. 

Dr. Harry R, Foerster, Milwaukee: It is probabiy a mistake, on cursory examination, to 
differ with the presenter, who has had an opportunity to study his case. However, I could 
not substantiate either diagnosis in Case 2. I thought there was too little infiltration, too much 
inflammation, and rather numerous small lesions for erythema induratum. I did not think the 
lesions as deeply indurated as commonly observed in erythema induratum. My impression favored 
consideration of an indolent pyogenic infection. As regards nodular vasculitis, I do not recall 
having seen a case so diagnosed that presented ulceration. I would expect firm, deep-seated, 
sharply marginated, nonsuppurative indolent inflammatory plaques, few in number or possibly 
single. In the histologic section I did not find the deeply situated cellular infiltrates one looks. 
for in erythema induratum. The mixed leucocytic and round cell infiltrate with a few giant cells 
can, I believe, be found in old pyodermas, as in nonspecific chronic inflammations, 

Dr. Louis A. BrunstinG, Rochester, Minn.: Erythema nodosum and hilar infiltration may 
occur in the presence of sarcoidosis. In the early stages, the exact diagnosis may be impossible. 
If lymphadenopathy is present, a node may be excised for biopsy. This may give more informa- 
tion than a biopsy of one of the nodose lesions of the skin. 

In the so-called rheumatoid form of erythema multiforme, i have been impressed by the 
exceedingly high sedimentation rate of the erythrocytes, which continues to climb for several 
weeks after the acute symptoms have subsided. 

Dr, THEODORE CornsLeet: This patient had, coupled with the skin lesions, swelling of the 
ankle joints. We have seen several such associations on the wards from time to time. We were 
not entirely satisfied with the diagnosis of erythema nodosum, but it seems to fit best. The 
swelling of the joints does not seem to be that of rheumatic fever, nor does the patient have 
rheumatoid arthritis. Some of these episodes, nodes and ankle swelling, repeat themselves. 
several times in the patient’s career. | do not know where to put this syndrome other than 
under erythema nodosum, The L. E. cell is absent. 

In connection with Dr. Brunsting’s remark on sedimentation rate, these patients also have 
disturbances of the normal blood protein pattern. This particular patient had a rather high 
total protein level explaining the disturbed sedimentation rate. The gamma globulin is about as. 
high as I ever saw it, 4.5 gm. per 100 cc. When we saw the first report we thought it was in 
error, but a second determination corroborated the initial value, so I think we can accept it. 

Dr. Apo_pu RostenBerG, Jr.: I would, of course, agree wholeheartedly with the various 
speakers that erythema nodosum is a very interesting disease and one about which we have very 
much to learn. Erythema nodosum lesions are seen in tuberculosis, in lymphogranuloma venereum, 
and in streptococcal and many other infections. There could be an idiopathic erythema nodosum, 
but all that probably means is that some as yet unidentified micro-organism is acting as the 
offending allergen, It presumably would still be an indication that the host has become responsive 
to some allergen. A bilateral hilar lymphoma syndrome has been described. This consists of 
erythema nodosum, usually on the legs, plus hilar x-ray shadows suggestive of sarcoidosis. 

What is tuberculous erythema nodosum? It is erythema nodosum in which the patient 
ultimately develops tuberculosis. The patient usually develops a caseous tuberculosis. Skiold 
and others have pointed out that erythema nodosum found with bilateral hilar nodes is generally 
nontuberculous, whereas that with unilateral hilar involvement is usually tuberculous. The 
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question arises: When you see erythema nodosum with bilateral nodes, of what disease is it 
indicative? In some cases it is indicative of sarcoidosis. In others it may mean an idiopathic 
E.N. I think this man should be watched for the development of sarcoidosis. Another point 
favoring this belief is that this patient was negative to every cutaneous test with all the standard 
micro-organismal antigens. To sum up, I do not think we should simply say this is a case of 
erythema nodosum, but we should examine such a patient to determine if some systemic infection 
can be established as the cause. 

Dr. StepHEN ROTHMAN: I agree that the cause of nonsuppurative febrile panniculitis is 
obscure and that studies in this field are badly needed. Leucopenia seems to be a frequent 
manifestation of the disease, and a remarkable recent finding has been the presence of cryo- 
globulins in the plasma. This finding was confirmed in the case of our patient. I believe that it is 
not of basic significance and that some nodules suppurate and some do not. All lesions are 
inflammatory, and probably they progress to suppuration according to the severity of the 
inflammatory process. 

Among the many underlying causes of erythema nodosum, brucellosis should be mentioned. 
In this infection severe attacks of erythema nodosum occur and recur with febrile flare-ups of the 
systemic disease. 


Pemphigus Vulgaris in a Girl Aged 15 Years. Presented by Dr. A. M. Bucnnowz and 

(by invitation) Dr. M. P. Lazar. 

DISCUSSION 

Dr. SterpHEN RotHMan: It is conspicuous how much corticotropin or cortisone can be 
tolerated by pemphigus patients without their developing signs of hypercorticoidism. One may 
speculate that in pemphigus there is an adrenocortical insufficiency to start with, as it was 
indicated by the work of Lever. Certainly in pemphigus the tolerance is much better than in other 
diseases. 

Dr. Lovis A, Brunstinc, Rochester, Minn.: There is one drawback to the long-continued 


administration of steroids in the elderly, and that is the development of osteoporosis secondary to 
a loss of proteins, When such a program of treatment is planned in the case of patients with 
pemphigus, for example, it may be well to have an x-ray of the spine made early in the course 
of the disease to establish a baseline for purposes of comparison. 


1 do not think the development of osteoporosis is purely a matter of steroid dosage. I have 
seen it on two occasions in older patients with pemphigus, in one of whom collapse of two 
vertebrae occurred suddenly and without warning. This patient was an elderly man who had been 
on moderate doses of cortisone intermittently for two years with fairly good control of the 
pemphigus until the final few weeks of his illness. 

Dr. THEODORE CORNBLEET: It has been suggested that testosterone overcomes the osteo- 
porosis from the use of steroids. I have had no chance to verify. 


Sarcoid. Presented by Dr. Joun C. StauGuter, Jr., Evansville, Ind. 


DISCUSSION 


Dr. Henry E. MicHeEtson, Minneapolis: I think the diagnosis of sarcoidosis is correct in 
this most interesting case of Dr. Slaughter’s. I do not know whether the stumbling that the 
mother mentions is part of the condition or not, but intracranial lesions are quite often 
reported, and the symptoms of brain tumor have been reported quite a number of times. 


Coccidioidomycosis with Cutaneous Involvement. Presented by Dr. Epwarp A. OLIver 
and staff. 


History.—J. R. Y., a 34-year-old Negro man, was stationed in southern California while 
in the services approximately 10 years ago. About three years ago he developed redness, swelling, 
and pain associated with a small amount of discharge from the left index finger, said to have 
followed an injury and persisting until the present time. About one year ago he developed a small 
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coin-sized, oval lesion on the bridge of the nose. About four months ago he began to complain 
of a moderate productive cough followed in some two months by wheezing, dysphagia, and 
weight loss of 15 to 20 Ib. (6.8 to 9 kg.). 

Physical Examination—Examination revealed redness, swelling, nail dystrophy, and multiple 
small erosions of the terminal phalanx of the index finger, left hand, as well as a small, coin- 
sized, oval, crusted lesion of the bridge of the nose, Examination of the larynx revealed con- 
siderable edema of the arytenoids and of the upper glottic folds, with ulceration on the laryngeal 
surface, and in the interarytenoidal areas extending into the ventricles a fungating, grayish- 
white mass was seen, 

Laboratory Findings.—Positive findings included a bilateral annular mass which occluded the 
larynx on a laminogram. Urinalysis revealed a trace of albumin and 25 white cells per high- 
power field. Total protein 8.8 gm. per 100 cc., with 2.5 gm. albumin and 6.3 gm. globulin. 

Biopsy and culture of both cutaneous lesions revealed refractile bodies suggestive of Coccidi- 
oides immitis, while culture verified this. Chest x-ray was negative. X-ray of the left index finger 
revealed small localized areas of erosions. Skin tests were returned as positive for first strength 
PPD and negative for histoplasmin, blastomycin, and coccidioidin, 

Shortly after admission a tracheotomy was performed, and at the. time of surgery biopsy of 
the lesion was positive for Coccidioides immitis. For the past month the patient has received 
150 mg. of 2-hydroxystilbamidine in 200 cc. of saline I. V. daily. 


DISCUSSION 


Dr. Steruen RotumMan: Is it not rather unusual to have a negative coccidioidin test in a 
case with active lesions? 

Dr. E. A, Oxtver: As you all know, this disease is quite commonly seen in California, 
especially in the San Joaquin Valley. This young man comes from California. I cannot explain 
the negative test, but the organism was found and the microscopic sections were diagnostic. The 
pathologist at the Veterans Hospital made the diagnosis. 

These cases are seldom seen here in Chicago. Blastomycosis is common in the Middle West 
and coccidioidomycosis is common in California. 


Adenoma Sebaceum Presented by Dr. Francis E. Senear and (by invitation) Dr. Davip 
W. KErstING. 


History.—Since the age of 3 years, N. G. V., a 9-year-old white girl, an only child, has 
progressively developed red and yellowish macules and papules on the face, neck, and supra- 
sternal area. At the onset a single lesion usually appears as a tiny red punctum which enlarges 
and becomes papular. Some fuse with neighboring lesions to form irregular tan-colored plaques. 

The child had recurrent convulsions beginning at the age of 4 months, these occurring about 
once or twice monthly and ending at the age of 18 months, When she was about 5 years of age, 
she began to have psychomotor seizures. These have greatly lessened in frequency since tri- 
methadione (Tridione), phenobarbital, and triple bromides have been used prophylactically. Her 
mental development appears to have been normal. The neurological examination is negative 
except for extremely hyperactive deep tendon reflex responses in the lower extremities. No 
retinopathy was found. There is no family history of convulsive disorders or skin disease. 

Physical Examination—The lesions on the face are bilaterally symmetrical and tend to be 
placed centrally. For the most part they consist of discrete, red papules mixed with an occasional 
nevus-araneus-like macule. On the forehead, left side of the neck, and suprasternal region there 
are soft, yellow-brown, irregular, flat plaques. An elevated, vascular papule, measuring 3 by 3 
by 3 mm., which formed in the left nasolabial fissure, has developed a filiform verrucous summit. 
This lesion has been destroyed twice by actual cautery, but has recurred each time. A biopsy 
specimen secured on the last occasion is presented. 

Laboratory Findings—The urinalysis, hemoglobin, and total and differential blood leuco- 
cyte counts have been normal, 

The electroencephalogram was interpreted as showing psychomotor foci with slowing in the 
left anterior temporal and left midtemporal regions with a few suggestive discharges in the 
righ* anterior temporal region. 
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The skull x-ray film revealed small intracranial calcifications lying in cortical and subcortical 
areas. 

Pathologic Report.—Grossly the tissue consisted of a small rounded hemisphere of soft 
yellowish-red tissue with a verrucous surface. Microscopically the epithelium was acanthotic and 
hyperkeratotic, with areas of parakeratosis and an increase in amount of cells of the granular 
layer. The papillary corium was quite vascular, and the reticular corium was moderately fibrotic 
and permeated with numerous ectatic and dilated blood vessels. 


DISCUSSION 


Dr. Davin W. KeErst1NG (by invitation): It is my impression that if adenoma sebaceum as 
a name for this condition is not a misnomer, it is at least misleading. As Dr. Ebert pointed out, 
the patient here has Bourneville’s disease or epiloia, a congenital syndrome characterized by 
epilepsy, intracerebral sclerotic glial tumors, and mental deficiency. Certainly the condition 
was recognized long before Balzar in 1885 and Pringle in 1890 attached the term “adenoma 
sebaceum” to the skin lesions which they observed as a frequent concomitant symptom. The 
dermal lesions are usually hamartomas—overgrowths of vascular and connective tissue, less 
frequently “adenoma sebaceum.” This poor term is not to be confused with senile sebaceous 
hyperplasia, or true sebaceous adenoma, or nevus sebaceus. Recently I had an opportunity to 
study the dermal lesions in a significant number of cases of epiloia and found abnormality of 
sebaceous tissue most infrequently. 

The essential histologic features of the disease are hard intracerebral gliomas, retinal neuro- 
glial phakomas, dermal hamartomas of connective and vascular tissue, renal tumors, cardiac 
rhabdomyomas, and tumors in other organs, but the intracranial lesions, which in our case 
appear to have calcified, probably produce the characteristic symptoms and are predominantly 
responsible for the generally poor prognosis of these unfortunate children, 


Cholinergic Urticaria? Presented by Dr. StepHEN ROTHMAN. 


History —T. McD., a 26-year-old white medical student, was first seen at the University of 


Chicago Clinics on March 12, 1954, Since the age of 13 he has developed a red, itching skin 
eruption following excitement, physical exercise, and sudden exposure to warm temperatures. 
The eruption usually involves the face, most of the trunk, and at times an extremity. Pruritic 
confluent hives and giant edema are said to develop. Single lesions persist for about 45 minutes. 
There was one episode of laryngeal edema. Mydriasis of several hours duration allegedly also 
develops. 

Exercise in a warm room resulted in the development of a macular erythematous eruption over 
the face, neck, and shoulders. 

Laboratory Findings.—Acetylcholine 1: 100,000 intradermally gave no reaction, but 1: 10,000 
produced an area of erythema 2.5 cm. by 1.0 cm. and a wheal 1.0 cm. in diameter. 


DISCUSSION 


Dr. I. M. Fetsuer: An interesting point was brought out by the patient himself. He stated 
that if he exercised energetically in the morning he usually did not develop any lesions during 
that day. He also noticed that he never developed any lesions on the forehead, palms, or soles, 
the common freely sweating areas. Evidently there is some relationship of the urticaria to the 
sweat apparatus. 


Hyperkeratosis Palmaris et Plantaris. Presented by Dr. Davim Omens and (by invitation) Dr. Harotp OMENS 
and Dra. Leonarp Horr. 

Lichen Sclerosus et Atrophi Morphea? Presented by Dr. J. Wesster and S. Hurr, and (by invitation) 
Dre. H. Marks and Dr, J. Sickiey. 

Pituitary Dwarfism with Scleroderma? Presented by Dr. S. BLuErArs and Dr. H. Ropin, and (by invitation) 
Dr. Leonarp Horr. 

Vitiligo. Presented by Dr. THeopore CornsLeet and Dr. Sipney Baxsky, and (by invitation) Dr. 


Hyperpigmentation. Presented by Dr. Inene NeuHauser and (by invitation) Da. Becker, Jr. 

Pigmented Eyelids? Case for Diagnosis. Presented by Dr. L. F. Wener and Dr. Irene NeuHauser. 

Ocular Pemphigus? Erythema Multiforme? Presented by Da. Davi Omens and (by invitation) Dr. Harotp 
Omens and Dr. Marks. 
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Pityriasis Rubra Pilaris? Presented (by invitation) by Dr. ALLAN L. Lorincz and Dr. Epwarp H. Fercuson. 


Rhinophyma Excised with the Cutting Current. Presented by Dr. Rosert M. Goopwin, Springfield (by 
invitation), 


Rosacea with Rhinophyma and Persistent Edema. Presented by Dr. Epwarp A. OLiver and staff. 
Case for Diagnosis: Leukoplakia and Psoriasis; Lichen Planus? Presented by Dr. Orro C. STEGMAIER. 
Radiodermatitis. Presented by Dra. A. M. BucHHoLz and (by invitation) Dr. M. P. Lazar. 


THE METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 


Fred F. Feldman, M.D., President 
Irving A. Lewe, M.D., Vice-President 
Harold Price, M.D., Secretary 
Feb. 23, 1954 


Vitiligo Associated with Poliosis and Ichthyosis. Presented by Dr. MARGARET ANN 
StorKAN and Dr. Joun A. Hosmer (by invitation). 


B. R., an 8-year-old white boy of English descent, has had “white spots of the skin” and hair 
color changes since birth. The area of scaling, and dryness of his arm was noted several years 
ago. The general history is noncontributory. 

Examination shows the boy is well developed and well nourished and has marked areas of 
depigmentation, of varied size and shape, on his trunk and arms. He has also a white forelock. 

The skin depigmentation has been present in the paternal family for over 200 years. It seems 
to follow a dominant trait tendency. It was recalled that similar areas have been observed in 
different members of the family. The white forelock also is predominant. 

The specimen for biopsy was removed from the ichthyotic plaque of his arm. 


DISCUSSION 


Dr. Marcaret ANN StorKAN (Comments—Slide): The microscopic picture is consistent 
with that of an ichthyosis simplex. 


Dr. Meyer Berke: In view of the congenital and familial history of patches of depigmenta- 
tion and poliosis in this patient, the use of the term vitiligo is incorrect, and more properly the 
condition should be called partial albinism, 


Dr. Joun W. Carney: I doubt very much if we can change a condition that has been 
familial for 200 years; however I think the child should have the benefit of at least a trial attempt 
to improve the depigmentation. There would be few advances in dermatology if we always threw 
up our hands saying that “such and such a condition,” as far as treatment is concerned, is hope- 
less. Of course with this child the parents would have to understand that we are attempting 
under the circumstances to do the best that we can. I would suggest a trial of ammoidin 
(Ammi majus Linn.) locally and orally. My experience with ammoidin, so far, is that the 
results from its use are unpredictable. Sometimes bullae, inflammatory reactions, and hyper- 
pigmentation occur and other times they do not. If toxic reactions from using ammoidin 
orally are feared, then a solution of the substance could be applied locally and followed by 
ultraviolet irradiation. On the whole with this medication the local reactions that I have seen 
have not been any more severe than those resulting from the many other irritants that at times 
have been used in the treatment of vitiligo, 


Dr. Frep F. FetpmMan: Have you found a spotty hyperpigementation after using 
ammoidin ? 


Dr. Joun W. Carney: Yes, a spotty pigmentation frequently occurs as one of the end 
results but over a period of time (weeks to months) a gradual blending of hyperpigmented 
islets will be seen. 

Dr. Leonarp E, Savirr: The first instance in which I used psoralens in vitiligo orally 
and locally resulted in a good clinical response with no toxic symptoms. The second patient on 
whom I used psoralens orally and locally had a toxic reaction consisting of nausea, vertigo and 
asthenia of such severity that he was unable to work for two weeks. Since then I have not 
used the preparation orally. Two dermatologists have reported to me rather severe bullous 
reactions due to the local use of psoralens. 
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I have been using psoralens (Biomoidin solution : Bioproducts) locally to produce erythema in 
alopecia areata. The results have been at least as successful as with phenol followed by alcohol 
and have been less irritating. 


Dr. Max Popper: There are a number of reports in the literature of the familial incidence 
of vitiligo. I recently had the opportunity to observe two sisters with this condition. The lesions 
in both patients occurred on identical sites. Gougerot reports a similar case in a brother and 
sister (Bull. Soc. frang. dermat. et syph. 25:334, 1914-1915). 

Vitiligo is not due to the absence of melanocytes. It has been demonstrated that the 
vitiliginous skin contains as many melanocytes as the normal skin (Becker, S. W., Jr.; Fitz- 
patrick, T. B., and Montgomery, H.: Human Melanogenesis: Cytology of Human Pigment 
Cells, A. M. A. Arcn. Dermat. & Sypn. 65:511, 1952). Although the pathogenesis of 
vitiligo is not yet well understood, it is thought to be based on an inability of the melanocytes to 
convert tyrosine into melanin. This inability of the melanocytes takes place only in later life 
after years of normal activity of these cells, suggesting that in areas which will develop 
vitiligo these cells can maintain their function only for a restricted period of time. It is probable 
that this peculiarity of the melanocytes is due to a genetic factor. 

Dr. Stanton B. May: Is this picture anything similar to what we call Vogt-Koyanagi 
syndrome. 


Dr. Epwarp Murpny: I agree with Dr. Berke. I believe that the symmetry of these lesions 
derives from heredity. This congenital epidermal defect is quite apart from the ordinary 
vitiligo. However, I believe this patient should be treated with psoralen. I have treated three 
cases of vitiligo with psoralen; one in a child about 8 years old, one in a man about 25, and 
one in a man around 48. The child cleared probably 90%; the man around 25 cleared possibly 
75%, and the older man has cleared about 25%. He is still under treatment after one year. 
On each one of these patients, I used local liquid psoralen on one side and not on the other for 
a period of about six weeks on the average, with no benefit. I am loathe to accept the local 
application of the drug in this disorder. On the other hand, I believe the product orally does 
have some benefit. I found no toxic reaction in any of these cases. 


Dr. CHARLES SHERTER: In agreement with Dr. May, I think one should consider the Vogt- 
Koyanagi syndrome in this patient despite the fact that all the classical signs and symptoms are 
not present. 

However, from a therapeutic standpoint little is accomplished by appending a specific name 
to the disease except for academic interest. 


Dr. MARGARET ANN StTORKAN: Thank you for the discussion and especially the nosological 
differentiation from Dr. Berke. This is my first opportunity to see in a child the syndrome of 
familial albinism, poliosis, and ichthyosis simplex. 


Probable Lymphoblastoma (Mycosis Fungoides). Presented by Dr. Laurence J. UNpERwoop and Dr. Water 
S. GREEN. 


Colloid Degeneration of the Skin; Colloid Milium? Presented by Dr. Epwarp L. Murpny. 


Case Presented for Diagnostic and Therapeutic Suggestions. Presented by Dr. Laurence J. Unperwoop and 
Dr. Water S. GREEN. 


Acrosclerosis with Raynaud’s Phenomena. Presented by Dr. Stanton B. May for discussion of therapy. 

Prurigo Nodularis vs. Excoriation. Presented by Dr. Murray ZIMMERMAN. 

Perifolliculitis Capitis Abscidens et Suffodiens, Limited to Sideburns Areas vs. Deep Fungus Infection. 
Presented by Dr. MurRAY ZIMMERMAN. 

Nevus Flammeus. Presented by Dr. STANTON B. May for therapeutic suggestions, 

Case for Diagnosis. Presented by Dr. Meyer Berke. 


PHILADELPHIA DERMATOLOGICAL SOCIETY 


Bertram Shaffer, M.D., Chairman 


Lewis M. Johnson, M.D., Secretary 
Jan. 15, 1954 


Multiple Basal Cell Epithelioma and Other Conditions. Presented by Dr. Maryory K. 
Harpy and (by invitation) Dr. Jorce Parepes, 


H. M., a Negro man aged 41 years, presented over the right side of the scalp and on the 
upper lip large, rather well demonstrated areas characterized by groups of papules and plaques 
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with many contained comedones. Scattered about in these plaques and on the other side of the 
scalp, as well, are numerous blue-black, pigmented macules and papules. Several small, atrophic 
defects were present on the nose, and numerous seborrheic keratoses and pigmented skin tags 
over the rest of the body. : 

The report on the biopsy specimen on June 8, 1953, was basal cell epithelioma; on June 18, 
1953, basal cell epitheliomata. On Oct. 30, 1953, the report was as follows: Papillomatous hyper- 
plasia, hyperkeratosis, acanthosis and focal parakeratosis. In some areas there was vacuolization 
of the upper rete Malpighii and granular layer. On Dec. 7, 1953, it was reported as basal cell 
epithelioma, All the slides were reviewed by Dr. Herman Beerman and reported as basal cell 
epithelioma. 

One large nevoid lesion on the scalp was excised. 


DISCUSSION 


Dr. Atpert M. Kticman: This patient has more than basal cell carcinoma. In fact, he 
shows the whole spectrum of organoid or adnexal tumors, as well as epidermal proliferation of 
the epithelial nevus type. The changes range from a simple nevoid condition to a complete 
dedifferentiation into unorganized epithelial masses. I believe that this case is instructive because 
it throws light on the origin and development of adnexal tumors. Conflicting attitudes can be 
resolved by assuming that an epithelial cell, whether on the epidermis or in the adnexa, has 
pluripotential characteristics; it can form cells which differentiate towa:d hair, sebaceous 
glands, or apocrine glands. Epitheliai nevi represent simple overgrowth of normal tissue. The 
stimulus that causes epithelial hyperplasia and differentiation is, of course, unknown, but this 
patient illustrates the entire gamut of changes when epithelial cells are released from their 
normal control, 

Dr. Bertram Suarrer: I, too, think this is quite obviously a nevoid process in which 
some of the lesions have taken on the histologic characteristics of true basal cell epitheliomas. 
There have been reports of true basal cell epitheliomas arising from multiple benign cystic 
epitheliomas. Presumably this represents a spectrum of changes even wider. Some of the 
lesions look like adenoma sebaceum. There were some shagreen patches on the lip which fit in 
with this picture. 

Dr. Joun H. Yeamans (by invitation) : I took three or four biopsy specimens from the scalp, 
and they were all basal cell epitheliomas. 

Dr. Meyer L. NiepetMan: Were any of the biopsied lesions pigmented, deep blue, resem- 
bling comedones ? 

Dr. Joun H. Yeamans (by invitation) ; There was much pigment in these tissues: melanin. 

Dr. Meyer L. Niepectman: I believe that any precancerous or cancerous !esion should be 
eradicated, irrespective of where it is located. The type and extent of treatment would depend on 
many factors. Although the present lesions are slow-growing, they are already cancerous, and 
electrocoagulation would be the best method. 

Dr. ALsert M. KiicmMan: The pathologic report does not harmonize with clinical observa- 
tion. We should not allow the focal vision of the pathologist, who has only a sectional view of 
the matter, to formulate without qualification a diagnosis which, if accepted, would commit us 
immediately to a destructive form of therapy. These are not basal cell carcinomas clinically, The 
patient has lived with these lesions for years, and they have not exhibited “rodent” qualities. 

Dr. Joun F. Wirson: I accept the diagnosis of basal cell epitheliomata, but this patient's 
lesions are very slowly progressive. | would not treat any of these lesions at the present time. 
I would observe the patient, but in view of the status of his mentality, I doubt that one would 
get very good cooperation from him either for complete treatment or even further observation. 
Even at the risk of poor follow-up, I would watch him carefully to see what happened with the 
lesions before 1 would treat any of them. 

Dr. A. Strauss: I agree with that. 

Kaposi’s Sarcoma with Atrophy of Toes.(?) Presented by Dr. Carmen C. THomas. and (by invitation) Dr. 

DonaLpD MADDEN. 


Multiple Hidrocystoma(?) Presented by Dr. Mansory K. Harpy and (by invitation) Dr. Jorce PAREDES. 
Fox-Fordyce Disease. Presented by Dr. BENJAMIN Gross and (by invitation) Dr. E>warD KARAMANOUKIAN, 
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Scrofuloderma. Presented by Dr. CarMEeN C. THOMAS and (by invitation) Dr. DonaLp Mappen. 

Chronic Discoid Lupus Erythematosus? Hypertensive Cardiovascular Disease. Presented by Dr. Carmen C. 
THOMAS and (by invitation) Dr. DonaLp MADDEN. 

Rheumatoid Nodules. Presented by Dr. Meyer L. NIEDELMAN and (by invitation) Dr. Jornce Paaepes. 

Sulzberger-Garbe Syndrome. Presented by Dr. BENJAMIN A. Gross and (by invitation) Dr. Epwarp Kara- 
MANOUKIAN, 

Healed Scars of Treated Tertiary Syphillis. Presented by Dr. Meyer L. NIEDELMAN and (by invitation) Dr. 
EpwarD KARAMANOUKIAN. 


Chronic Discoid Lupus Erythematosus. Presented by Dr. Carmen C. THOMAS and (by invitation) Dr, Donatp 
MADDEN. 

Granuloma Inguinale. Presented by Dr. Carmen C. THomas and (by invitation) Dr. DonaLpD Mappen, 

Poikiloderma Atrophicans Vasculare? Lymphoblastoma? Parapsoriasis? Presented by Dr. BENJAMIN A. Gross 
and (by invitation) Dr. Jornce PAREDEs. 

Drug Eruption? Presented by Da. Meyer L. NiEDELMAN and (by invitation) Dr. E>warp KARAMANOUKIAN, 


THE RHODE ISLAND DERMATOLOGICAL SOCIETY 


Carl D. Sawyer, M.D., President 
Malcolm Winkler, M.D., Secretary 
Jan. 20, 1954 


Cavernous Hemangioma: Spontaneous Involution. Presented by Dr. Bencer L. Scuirr, 
Pawtucket. 


A 7-weeks-old girl was seen on June 26, 1952, with a cavernous hemangioma, involving the 
left upper eyelid, eyebrow, and forehead. The eye could barely be opened, and a discharge was 
noted, The parents consented to expectant therapy. On March 20, 1953, the child was reexam- 
ined, and part of the lesion of the forehead had undergone involution. Patient was again seen 


(Left)—Hemangioma at age of 7 weeks, June 26, 1952. (Right)—The same, March 9, 1954, 
No treatment of any kind. 


on March 9, 1954, 21 months after the first examination, and complete disappearance of the 
lesion from the forehead, eyelid, and eyebrow was noted. The child was able to open the eye 
almost normally. 
DISCUSSION 

Dr. MALco-m WINKLER, Providence: We are all familiar with spontaneous involution of 
hemangioma. There are cases in which treatment can wait, but it is questionable whether it is 
advisable to wait in all cases. 

Dr. Cart S. Sawyer, Providence: Was there any evidence of inflammation? 


Dr. Bencer L. Scuirr, Pawtucket: It showed no inflammation whatever. I became 
interested in the subject of spontaneous involution of vascular tumors after hearing a paper by 
Dr. Ronchese at the International Congress in London, in 1952 (Ronchese, F.: The Spontaneous 
Involution of Cutaneous Vascular Tumors, Am. J. Surg. 86:376 [Oct.] 1953). If the heman- 
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gioma is located on the face it is difficult to persuade the parent. to wait. Another case I have 
observed involved a 7 months’ old baby with a strawberry mark on the cheek. It took three and 
one-half months to disappear. Bleaching begins in the center, and progresses towards the 
periphery, There is no way to know beforehand which hemangioma will disappear spontaneously 
and which will not. At any rate, there is no harm to wait for at least six months. 


Dr. Vincent J. Ryan, Providence: It has been my observation for years that the so-called 
cavernous hemangiomas do disappear without treatment. I am interested in Dr, Schiff’s report 
about the strawberry type clearing without treatment. I have seen the vascular type of lesions 
disappear. There is no question that most lesions disappear before the child reaches puberty. 


Dr. Francesco Roncnese, Providence: This is certainly a good example of spontaneous 
involution of a bad case of hemangioma, a case which should present a problem for any specialist. 
Strangely enough, the location of the hemangioma seems to have something to do with a 
spontaneous involution, just as in cases of alopecia areata, in which certain areas of the scalp 
are slower than others in filling in. I have seen two other cases and read of two others, all 
horribly involving an orbital area like the one presented by Dr. Schiff. They had the same 
dreadful appearance and presented the usual difficult therapeutic probiem. They all cleared with- 
out treatment of any kind. 


Lupus Erythematosus, Chronic Discoid. Presented by Dr. Francesco RONCHESE, Providence. 
Dermatitis Medicamentosa. Presented by Dra. Vincent J. Ryan, Providence. 
Hairy Tongue. Presented by Dr, Francesco RONCHESE, Providence. 
Erythematosus Chronic Discoid with a Herpes Zoster Distribution, Presented by Dr. FRANCESCO 
RONCHESE, Providence. 
Dermatitis Medicamentosa. Presented by Da. Vincent J. Ryan, Providence. 
Lichen Nitidus. Presented by Dr. Vincent J, Ryan, Providence. 
Erythema Multiforme Bullosum on a Psychosomatic Base. Presented by Dr. Francesco RONCHESE, Providence. 
Dermatitis Medicamentosa, Presented by Dr. Vincent J. Ryan, Providence. 
Hydroa Aestivale. Presented by Dr. MALCOLM WINKLER, Providence. 
Dermatitis Herpetiformis. Presented by Dr. B. Conen, Providence. 
Vitiligo. Presented by Dr. Bence. L. Scuirr, Pawtucket. 
Unilateral Melanoderma. Presented by Dr. MaLcoLm WINKLER, Providence. 
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Obituaries 


OLIVER S. ORMSBY, M.D. 
1874-1954 


LIVER SAMUEL ORMSBY died of pneumonia at his home in Glencoe, III, 
April 9, 1954. His death ended the career of one of the most distinguished 
dermatologists of the past fifty years. 


Dr. Ormsby was born in Logan, Utah, March 21, 1874, and graduated from 
Rush Medical College in 1895. After graduation he returned to Utah, where he 
engaged in general practice for several years. He then became associated with Dr. 
James Nevins Hyde and Dr. Frank Hugh Montgomery in Chicago. In 1913 Dr. 
Ormsby was made Professor and Head of the Department of Skin and Venereal 
Disease at Rush. After the affiliation of Rush Medical College with the University 
of Illinois, he was Clinical Professor (Rush) and continued in that capacity and 
also as Chairman of the Department of Dermatology at the Presbyterian Hospital 
until he became Professor Emeritus in 1942. 

In 1901 he went to London to study dermatology, and while there he and Mac- 
Leod demonstrated for the first time tubercle bacilli in a patient who had tubercu- 
lids. It was during his stay in London that the Chicago Dermatological Society 
was organized, and, although he was not present at the organizational meeting, he 
was voted into the Society as a charter member, and he remained an enthusiastic 
and regular attendant at the meetings until his last illness. His participation in the 
activities of the Chicago Dermatological Society is indicated by the fact that he was 
President in 1911, again in 1933, and in 1952 was elected Honorary President. 

In 1908 he became a member of the American Dermatological Association, and 
he served as Secretary from 1914 to 1920; Vice-President in 1920-1921; and 
President in 1921-1922. He was wholeheartedly devoted to the American Derma- 
tological Association and held a record of almost perfect attendance at the meetings. 
For many years he was Chairman of the Membership Committee, a position he 
felt carried with it great responsibility, and one that he worked at diligently. 

Dr. Ormsby was much interested in blastomycosis and contributed many papers 
on the subject, either alone or in collaboration. He was also interested in the differ- 
ential diagnosis and etiology of lichen sclerosis et atrophicus, morphea, and white- 
spot disease. 

In 1914 he assumed the editorial preparation of “The Year Book of Skin and 
Venereal Diseases,” an undertaking on which I collaborated and which continued 
for some years. 

In 1915, Dr. Ormsby’s extensive revision of the Hyde and Montgomery text, 
“Practical Treatise on Diseases of the Skin,” appeared. Dr. Ormsby’s book has 
gone through seven editions, and the eighth revision is now in press. It still remains 
one of the outstanding dermatological textbooks. Dr. Hamilton Montgomery, son 
of one of the original authors, collaborated in the sixth and seventh editions in 1943 
and 1948, and will continue as the author. 
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At the Annual Meeting of the American Medical Association in Detroit in 1916, 
the first comprehensive paper on “Ringworm of the Hands ard Feet” was presented 
by Ormsby and Mitchell. Prior to this presentation only seven similar cases had 
been reported in this country. 

As a clinician, Dr. Ormsby was truly great. He had an uncanny gift for diag- 
nosis and therapy; in many years of association with him I know of no one who 
surpassed him and few who could be classed as his equal. As a teacher he was 
famous. The students at Rush Medical College clamored to attend his clinics and 
those who were not accepted because of the limitation of numbers nevertheless 
visited his clinics frequently and continued to do so again and again while in resi- 
dence. 


OLIVER S. ORMSBY 
1874-1954 


Dr. Ormsby was the recipient of many well-deserved honors. He was Chairman 
of the Section on Dermatology and Syphilology of the American Medical Associa- 
tion, 1919-1920; President of the Institute of Medicine of Chicago, 1940; President 
of the Tenth International Congress of Dermatology, which was postponed because 
of World War II. In 1951, he was elected an honorary member of the American 
Dermatological Association. He was also an honorary member of the following 
societies: Manhattan Dermatological Society; Minnesota Dermatological Society ; 
Section on Dermatology, Royal Society of Medicine, London; The Dutch Society 
of Dermatology; Deutsche Dermatologische Gesellschaft, Munich; Association 
Argentina de Dermatologia y Sifiologia, Buenos Aires; Wiener Dermatologische 
Gesellschaft, Vienna; Japanese Dermatological Society, Tokyo; Greek Union 
of Dermatology and Venereology, and Hellenic Antivenereal Society, Athens. He 
was a Corresponding Member of the Société Frangaise de Dermatologie et de 
Syphiligraphie, Paris; Swedish Dermatological Society, and Dansk Dermatologisk 
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Selskab, Copenhagen. He was a member of the Congress of American Physicians 
and Surgeons; American Academy of Dermatology and Syphilology, and the Chi- 
cago Pathological Society. 

Dr. Ormsby was a punctual and meticulous person, and because he was an expert 
and exacting teacher he exerted a great influence on American dermatology. He 
took yreat pride in his work, especially in his teaching, his office, and his book. As 
a master clinician, he had the ability to describe dermatoses vividly and accurately. 
In recent years his attendance at dermatological society meetings lent dignity to the 
occasion, and, as he was a retiring type, somewhat difficult to know intimately and 
not given to levity or frivolity, by his presence the discussions were kept restrained, 
formal, and impersonal. For a number of years Dr. Ormsby had an obscure pul- 
monary condition which limited his activities but did not greatly curtail them, and up 
until his last illness he was an enthusiastic and serious golfer, as well as an eques- 
trian. 

Dr. Ormsby is survived by his second wife, Mary Horton Ormsby; a daughter, 
Miriam (Mrs. Cyrus Mark), and a grandson, Ormsby Annan; and by a large 
number of dermatologists whom he trained and who have become leaders and teach- 
ers of American dermatology. With his death the dermatologic office started by 
Dr. Hyde in 1873, and maintained constantly since then, has closed for the last 
time. An era in dermatology typified by men who pioneered in the field of cutaneous 
diseases, who did not have the opportunity for formal training in recognized and 
approved schools, comes to a close with his passing. Men of this type will live long 
in our memory. 


James Hersert M.D. 


| 
{ 
q 
. 
4 
: 
i= 
547 


News and Comment 


ANNOUNCEMENTS 


Continuation Course in Dermatology, University of Minnesota.—The University of 
Minnesota announces a continuation course in dermatology for specialists which will be held 
at the Center for Continuation Study on the University campus next Oct. 28 to 30, 1954. The 
program will deal with many topics of current interest to practicing dermatologists; sarcoidosis 
will receive special emphasis. The program will be presented under the direction of Dr. Henry 
E. Michelson, Professor, Department of Medicine, and Director, Division of Dermatology, 
University of Minnesota. Lodging and meal accomodations are available at the Center for 
Continuation Study. 


Books 


You and Your Skin. By Norman R. Goldsmith, M.D. Price, $3.75. Pp. 148. Charles C 
Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, Ill., 1953. 


The blurb on the jacket calls this “an unusually readable account of what your skin is 
like... .” It states that “physicians may wish to keep four or five copies in their office and 
keep them in circulation among patients under their care.” This reviewer, for one, would not 
consider exposing his patients to a book so full of flaws. 

The grammar is below the minimum standard; sentences are often incomplete; tenses are 
changed haphazardly; pronouns lack proper antecedents; misspellings are so flagrant that one 
is at first inclined to accuse the printer, until recurrence makes it clear that the fault is the 
author’s (“bazaar” instead of “bizarre”; “madamoiselle” for mademoiselle”; “Levadite” instead 
of “Levaditi’), The choice of words in many instances is confusing, if not suggestive of illiteracy, 
e. g., “a sulfa-contained ointment,” the use of “intervene” when “supervene” is meant, the advice 
to “consult expert advise,” and “pediculosis corporis lay eggs in the seams of clothing.” 

There is endless repetition in both the choice of words and the stating of facts. It is at times 
hard to decide whether the construction is a feeble attempt at humor or merely a feeble attempt 
to compose a sentence. Obvious attempts at humor outrage good taste in many instances, and 
are always labored, as in such statements as the following: “They [the apocrine glands] secrete 
fatty substance which produces the scent that makes boy want to meet girl.” “Animals have 
claws, but women use nail polish. Both may cause damage.” “But, if your dog or your husband 
chased you, what should you do?” 

The “unique chapter titles” mentioned in the blurb are indeed unique: “Grapes of Wrath” 
takes this appellation from the fact that stained staphylococci look like clusters of purple grapes. 
Under “Nerves—the Fifth Column” it is noted that “skin diseases are unique in that, except 
for those caused by any of the attackers discussed thus far, man is the only animal which 
develops a neurodermatosis. Your dog may howl or be unhappy but he does not develop a 
skin lesion thereby.” The chapter title “Hair—Your Biggest Headache” is elaborated in the text 
as follows: “Basically, hair is civilization’s biggest headache.” A discussion of tularemia, under 
the subtitle “Rabbit Bites Man,” starts with the sentence, “The little bunny, which the hunter 
so blithely marches forth and blasts, gets his revenge.” 
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Factual errors and unsupported statement; abound: In reference to “winter itch” it is said 
that “In the aged and those with abnormally dry skin, an increase in the amount of fats eaten 
may help.” According to this book, “Petroleum products, like petrolatum . . . actually defat 
the skin,” “Among commonest sites [of fungous infection] are . . . inside the ears,” and “If 
the skin of a patient is stroked the papules [of lichen planus] will often follow the line. This 
is known as Wickham’s striae.” The source consulted for the chapter on syphilis must have had 
a publishing date of about 20 years ago because the figures cited appear correct for that period: 
“In the United States, there are about 500,000 new cases of syphilis each year.” 

This ‘book does not warrant so lengthy a review, but its release by a publishing house that 
purports to specialize in the fields of medicine, science, and technology raises an important 
question: It would seem that such a publisher has an obligation to those fields of science from 
which he derives the material on which his business depends, an obligation to evaluate a 
manuscript before handing it over to the printer. Such an evaluation would be expected to 
include at least a minimum standard of grammar as well as the advice of a consultant in the 
field of science concerned as to the accuracy and suitability of its content for lay consumption. 
In the case of “You and Your Skin” the publisher’s staff from the executive level down to 
the copy reader were evidently asleep. 


Histopathologic Technic and Practical Histochemistry. By R. D. Lillie, M.D. Price, 
$7.50. Pp. 501. Blakiston Company, 575 Madison Ave., New York 22, 1954. 


This edition was preceded in 1947 by one entitled “Histopathologic Technic.” The author 
in the present edition has endeavored to include selected variants of the newer methods, especially 
histochemical procedures. He states that he has emended these procedures and methods so that 
they may be followed without personal instruction. He emphasizes the importance of optimal 
times, temperatures, pH levels, and reagent concentrations in demonstrating certain constituents 
of the skin or other organs of the body. The first 128 pages are devoted to concise and instructive 
recommendations in the care and use of the microscope, laboratory equipment, and the process of 
fixation, sectioning, stains, and mounting of tissues. The main portion of the book is devoted to 
techniques for the demonstration of various anatomical and chemical constituents of the tissues 
and accompanied by brief but adequate references in the text. The book is written in a narrative 
and easily legible form. It should prove to be of value not only to students wisking to learn 
histopathological and histochemical techniques but as a guide and source of reference to the more 
experienced research workers in these fields. 


Physiology and Biochemistry of the Skin. By Stephen Rothman, M.D. Price, $19.50. Pp. 
741, with illustrations. The University of Chicago Press, 5750 Ellis Ave., Chicago 37, 1954. 


Rothman and his contributors in their book on physiology and biochemistry of the skin have 
brought together in one volume of over 700 pages all the important work both old and new on 
these subjects. These studies include extensive research done by Rothman in this field during 
the past 25 years. There are special chapters contributed by former students who are now 
members of his staff at the University of Chicago, namely, Dr. G. C. Wells and Dr. A. Lorinez. 
Contributions were also made by Dr. Z. Felsher and Dr. P. Flesch, as well as chapters on 
enzymes by Dr. A. B. Lerner, and on the biology of the epidermal cells by Dr. H. Pinkus. At the 
end of each chapter there is a pertinent and extensive bibliography arranged both alphabetically 
and by number. References are given to important contributions written in biochemical 
periodicals, as well as those to be found in journals on dermatology and various phases of 
clinical medicine as a whole. The foreign literature on the subject is thoroughly covered. The 
presence of a table of contents at the beginning of each chapter, together with the many references 
and the complete subject and author index, make this an extremely valuable reference book, and 
this arrangement results in a book that is relatively easy to read for one on such a complex 
subject. 

The author presents concisely and clearly various controversial points of view. The rapid 
development of physiology and biochemistry of the skin within the last 20 years is evident after 
reading this book. At the same time it is noted that there are many problems that have only 
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been touched on and many others that remain to be solved. The illustrations, 2!though not 
numerous, are all of excellent quality, and the format of the book, the paper and printing are to 
be commended. 

Rothman’s book clearly brings out the importance and significance of physiologic and chemical 
studies in dermatology and also stresses the relationship of dermatology to internal medicine and 
systemic disease. The book is highly recommended to all dermatologists, especially those 
interested in research, and to all physiologists and medical chemists, and it should be available 
for reference to all physicians and research workers interested in any phase of physiology and 
biochemistry of the skin. 

Dr. Rothman is to be congratulated for having compiled such a great fund of information, 
and for having spent a tremendous amount of time and effort to produce a book that will be 
for years to come the guide to investigators in skin physiology and chemistry, 


CORRECTIONS 
The correct address of Dr. Coleman Mopper, Secretary of the Detroit Dermatological Society, 
is 14633 E. Seven Mile Road, Detroit 5. Mail intended for the Society should be sent to this 
address. 
J. A. Grant Peterkin’s name was followed by M.D. on page 366 of the September issue of 
the Arcuives. The correct degrees are M.B.E., M.B., F.R.C.P. (Ed.). 
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Service In She Field Of Allergy 


When patient has history of cosmetic sensitivity, or when cosmetics may 
reasonably be suspected as a contributing if not the etiological factor in 
your patient’s symptoms of allergy, we suggest: 


1) Primary tests with those of our 
products your patient is using or 
contemplates using, to eliminate 
products to which there is no 
demonstrable reaction. (We sug- 
gest patch testing because it simu- 
lates normal conditions of use. 
The inside of forearm is good 
field for these tests.) 


2) Secondary tests with constitu- 
ents of products causing reaction, 
to trace offending agents. (In spe- 
cific cases, on written request, we 
supply testing materials, gratis.) 


3) Modification of formulae, when 
possible, to eliminate ingredients 
to which patient demonstrated a 
sensitivity. (We extend this serv- 
ice to our patrons without extra 


4) Final check tests with modified 
formulae to make certain there is 
no reaction. 


Preparations by Luzier are regularly available in an unscented variation. 
They do not contain orris root or rice starch. Any of their normally harmless 
constituents, however, is potentially allergenic, for which reason we suggest 
testing, when practicable. Fees for such tests are patient’s responsibility. 


LUZIER’S, MAKERS OF FINE COSMETICS . . KANSAS CITY 3, MO 
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The skin cleanser with the unique 
double action... 


CREAM OF SOAP, Colloidal Cream Soap, 
combines the virtues of cleansing cream 
alone and soap and water alone in a single 
luxurious product. When rubbed on the 
unwetted skin it both adsorbs and emulsi- 
fies. Rinsed off with water it leaves the 
skin clean, smooth and comfortable. One 
dermatologist wrote, ‘“Without CREAM OF 
EOL SOAP there would be a void in my armoa- 
iia mentarium.” Hundreds of others recom- 
fein mend CREAM OF SOAP daily because it 
cleans so effectively with so little offense. 

Your personal requirements freely supplied. 


INCORPORATED 
NEWTOWN, BUCKS COUNTY, PENNSYLVANIA 


ISO-PAR 


BACTERICIDAL ( Coparaffinate ) ANESTHETIC 


FUNGICIDAL STIMULATING 


OINTMENT 


Contains 17% Iso-Par (14 parts Iso-Paraffinic Acids, Co-Cis, Av. Mol. Wt. 174, modi- 
fied by 3 parts Mixed Amine Salts, principally 2-Hydroxy-5-lso-Octyl-N, N-Dimethyl 
Benzylamine Salts of Iso-Paraflinic Acids, i. e., lso-Octyl-Hydroxy-Benzy!l-Dimethyl- 
Ammonium-Iso-Paraflinate), Cetyl Alcohol, Beeswax, Titanium Dioxide, Lanolin, 
Petrolatum, Essential Oils. 


indicated in 
DERMATOMYCOSIS 
New and Nonofficial Remedies, 1953:48 
Southern Medical Journal, January, 1951 :42-44 


Availabie at pharmacies. Supplied in 1 Ib., % tb., 1 oz. and % oz. jars. Samples upon request 


Medical Chemicals, Inc., 406 E. Water St., Baltimore 2, Md. 
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classic medication 
formulated for assured 
freshness and stability 


PRONAC 


(Brand of White Lotion, Modified) 
stabilizedt powder for 
patient-prepared 
polysulfide lotion 


Physicians are ‘agresd to be. effective in acne, polysulfide 
lotion (lotio alba, N.F.) must be freshly prepared, but this is rarely 
practical because of instability of the classic ingredients. Now, 
available in the form of a completely stable powder for mixing by 
the patient just prior to use, PRONAC adds the ooveea of guar-— 


‘effective treatment of a acne. 
always fresh 
>» unvarying potency 
assured stability 
> minimal odor 
: simply pre pared 
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Pleasingly and efficiently 
serving, patient and physician 
durin, all seasons 


SUPERFATTED 
BASIS’ SOAP) 


*Trade mark 


For dry sensitive skin 


Available at Prescription Pharmacies 


LABORATORIES, INC 


STAMFORD CONN u s A 


Mfrs. of Aquaphor—Elastoplast, Trade marks 


FORMULA 


Myristic and lauric acids sa- 
ponified with polyamine alkali 
to a low pH(8), with neutral- 
ized polycarboxylic acid, en- 
riched with lanolin esters, 
given extraordinary solvency 
with propylene glycol. 
Vegetable or mineral tars may 
be added in desired percentage. 
Removes ointments and medi- 
cations gently but thoroughly. 
High foaming, extremely eco- 
nomical in use, tolerated 
scalps which shed epithelium 
from overstrong detergents. 


ETHIX CORPORATION 

P. O. Box 115, Inwood 96, L. I., N. Y. 

Send 1 oz. sample bottles of ETHIX FORMULA 
Shampoo to: 


( 

NY 

ry 

\\ 
4 

{ 


* Ref.: Kurtin, A. “Corrective 
Surgical Planing of Skin,” Octo- 
ber 1953, Arch. Dermat. & 


Syphil. 
Shown at the scientific exhibit 
l of the American aad of 
ogy, 


Dermatology and Syphilo 
Palmer House, Chicago, Illi- 


For The Most Exciting Dermatological nois, December 5-10, 1953 
Development In Surgical Scar Therapy 


KURTIN ORIGINAL CORRECTIVE SURGICAL PLANING equipment 
specifically developed by the ROBBINS INSTRUMENTS COMPANY for 
removal of acne scars, traumatic scars and other skin defects.* 


This procedure makes possible for the physician to perform, in his own office, simple 
and rapid skin surgery—under refrigeration through an accelerated evaporization 
of ethyl chloride and a power-actuated abrasion with high speed KURTIN Planing 
Brushes. 


Kurtin Plastic Planer,} 
Model 200, is a precision in- 
strument engineered for the 
accurate execution of the 
described technique and 
comes complete with a set of 
authentic Kurtin Planing 
Brushes and Accessories. 


Kurtin Blower,} Model C 
(used with Kurtin Plastic 
Planer) supplies a controlled 
flow of air for refrigeration 
with ethyl chloride which 
produces anesthesia with 
rigidity and bloodless skin. 


Also supplied for Kurtin technique are 


PRECHILLING PACKS and PHYSICIANS FACE SHIELDS 


Kurtin Corrective Surgical Planing Equipment is sold and serviced by us exclusively 
and is not available through supply outlets. We welcome inquiries from the medical 
profession and stand prepared to assist the physician interested in the Kurtin abrasion 
technique. 


ROBBINS INSTRUMENTS COMPANY 


520 Fifth Avenue New York 36, U.S. A. 


Development, Manufacture and Sale of Dermatological and Medical ialti 
Registered Trade Names rmatorogica Specialties 


Patent Applied For 
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LUBRIDERM 


Apply liberally 


LUBRIDERM SAMPLES AVAILABLE ON REQUEST 
TEXAS PHARMACAL COMPANY 


San Antonio, Texas 


DERM-PAX™ 


THERAPEUTIC GLOVE 


Derm-Pax gloves offer a con- 
venient and time-saving meth- 
od for applying absorbent 
moist compresses in the treat- 
ment of housewife’s, occupa- 
tional and other eczematous 
processes of the hands. Made 
of 12-ply quilted and washed 
hospital gauze, Derm-Pax are 
ventilated to prevent macera- 
tion, and may be washed and 
re-used, 


¢ Expedites hospital nursing care. 


© Permits patients to feed themselves, read, smoke, 
etc, 


Excellent for self-application by office patients. 


Permits patient to carry on simple household 
tasks without interrupting the treatment. 


Made in large, medium and small sizes. 
Designed for wear on either right or left hand. 


Wrist band folds over and is simply fastened 
with a pin. 


Office and hospital use indicates wide dermatologic 
acceptance and enthusiastic approval by patients. 


Your Dermatologic colleagues say: 


“Derm-Pax is truly an asset to the practice 
of dermatology and very much worthwhile.” 
“There has long been a real need for these. 
We are using Derm-Pax and patient accept- 
ance is good.” 


See Derm-Pax at Booth 57—Chicago Academy 
Meeting, December 


Detailed information on request 


UPSHER SMITH COMPANY 


529 South Seventh Street 
Minneapolis 15, Minnesota 
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We invite you to try 
the new 


Buty Counselor’ 


HYGIENIC SOAP 403 
for skin hygiene in acne 


e As an aid to skin hygiene, this revolutionary soap fulfills the 


requirements of dermatologists for a mildly abrasive skin detergent. 


Its base is the finest milled soap, fortified with a mechanical abrasive 


of vegetable origin which is free from sharp edges. Loose skin scales, 


skin debris and soil can be removed safely and comfortably. 


e May we suggest that you or your office nurse write for a full- 


size bar of Hygienic Soap 403 which we will be pleased to send you 


oe: gratis by return mail. 


OSMETICS 
‘ 


Beauty Counselors, Inc. 
17108 Mack Avenue 
Grosse Pointe 24, Mich. 


I would appreciate receiving a full-size bar of 
your new Hygienic Soap 403. 


Doctor’s Name...... 
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NOW 
COUNCIL ACCEPTED 


DOME-PASTE 
BANDAGE 


A 4& inch by 10 yard IMPROVED 


Unna’s Paste Boot 


READY FOR IMMEDIATE USE 


NO PRELIMINARY HEATING 
REQUIRED 


EASILY APPLIED 


Remains fresh and soft indefinitely, 
because it is packed in a special 


airtight container. 


Indicated for the effective 
treatment of 


VARICOSE ULCERS 


DOME CHEMICALS INC. 
109 West 64th Street New York 23, N. Y. 


Supplement 
your expertence 
with 

balanced 


coverage of a 


broad field... 


| READ | 


ARCHIVES» 
OF 
PATHOLOGY 


SIGNIFICANT DEVELOPMENTS 
BROUGHT TO YOU AS 
THEY OCCUR... 


Original investigations based either on morpho- 
logic study and clinical-pathologic correlation or 
on results from experimental work . . . 


Special articles covering topics of interest to ana- 
tomic or clinical pathologists or describing new or 
modified techniques . . . 


Case reports based on a new or unfamiliar entity 

. . a new feature of an established disease .. . 
additional examples of a rare disease whose 
nature is not clearly established . . . 


$8.00 YEARLY $8.50 CANADIAN 
$9.25 FOREIGN 


You will want to keep informed on this expanding 
field. Write to the AMERICAN MEDICAL 
ASSOCIATION, 535 North Dearborn Street, 
Chicago 10, Illinois, for your monthly copy of 
A.M.A. Archives of PATHOLOGY 
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valuable as a cleanser for the skin of the new- 
born infant, especially the offspring of an 
allergic family, for the child suffering from 
infantile eczema, and for the delicate skin of 
the premature infant. Lowila Cake is also in- 
dicated as a cleanser for infants with “heat 
rash” or miliaria, and ammoniacal dermatitis. 


These observations by Drs. L. S. Nelson and A. V. Stoesser are reported 
in “Cleansing Agents — Irritating and Non-Irritating to the Skin”, 


published in the September-October 1953 issue of Annals of Allergy. 
Prescribe cakeas a’ skin cleanser in allergic or 


dermatitic conditions when soap irritates. 


LOWILA cake contains NO alkali— NO fatty acids — 
and NO perfumes. 


LOWILA cake maintains the normal “acid mantle” 
of the skin at pH 4.5-5.5. 


LOWILA cake is the only lathering soapless 


skin cleanser in cake form. 


Reprints and samples on request. 


estwood 
harmaceuticals + 468 Dewitt Street, Buffalo 13, N.Y. 


DIVISION OF FOSTER MILBURN CO 
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Revlon ‘Touch Glow’ 
Liquid Make-up 


Revlon ‘Non-Smear’ 
Revlon Nail E and ‘Regular’ Lipsticks 


Do you know that these and other Revlon prod- 
ucts have been accepted by The Committee on 
Cosmetics of The American Medical Assoctation... 


and that Revlon products are used professionally 


by more than 90% of the beauty salons of America? 


Products Corp., 745 Fifth Avenue, NewYork, N.Y. 
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Highly Praised Leading Scientists 


Imported. UMECO instruments are manufactured in Japan 
to our specifications to meet highest American Standards. 


Fully Guaranteed. Factory prices, saves up to 50%. 


UMECO's Laboratory 
Monocular Microscope, 
Research Binocular Micro- 
scope, and Greenough 


UMECO BINOCULAR MICROSCOPE i i 
are “Accepted for adver- 


tising in publications of 


Model E3N the A. M.A 


Outstanding Features 

Calibrated Mechanical Stage to 0.1 mm. 

ABBE 3-lens Condenser N. A. 1.4. Gradu- 

ated Decentering device. Research Type Sub- 

stage. Quadruple nosepiece. Heavy, sturdy 

base. Monocular Tube of large dimension for 

photomicrography. Exceptionally rigid; pre- 

cision construction. 100X Oil Immersion 

Coated. All optics Achromatic and Coated. oes Rinne with 


Binocular Body 
30X to 2250X 


Range 10X to 150X 


- UMECO GREENOUGH TYPE 
STEREO-MICROSCOPE 


Model UGA 


Outstanding Features 


Includes three paired wide-field eyepieces: 


5X, 10X, 15X. Three paired objectives: 
2X, 4X, 10X. 


Thoroughly tested and inspected before delivery. 
Money Back Guarantee. 
WRITE FOR COMPLETE SPECIFICATIONS AND PRICES 
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Zephyr 60” Zephyr “120 Airflow” 
Grenz-ray, ‘‘contact,”’ and conven- For average schedules of super- 
tional technics. 10 KVP to 60 KVP ficial therapy up to 120 KVP. 120 
up to 50 MA. KVP at 3 MA continuous; 120 KVP 
ot 5 MA intermittent. 


There is a Picker “Zephyr” for any technic 
you may wish to use in the field of super- 
ficial or intermediate x-ray therapy. 


There is a Picker “Zephyr” fer every 
therapy work load... occasional, intermit- 
tent, or continuous. 


In short, the “Zephyr” line exemplifies the 
Picker policy of supplying the right machine 


for the right job every time. 


x-ray thergp 


Zephyr Oilflow” 
For heavy-duty work loads 
of superficic! therapy up 
to 120 KVP 120 KVP at 
10 MA continuous. 


Superficiol through intermedi- 
=e therapy up to 140 KVP. 
ating 140 KVP at 8 MA 
PICKER X-RAY CORPORATION 


300 FOURTH AVE., NEW YORK 10. WN. Y. 


) 
\ hy. 
| 
| 
equipment 


